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SYNOPSIS
TITLE: A Phase | double-blinded, placebo-controlled, randomized trial in HIV-
uninfected, healthy adult volunteers to evaluate the safety and
immunogenicity of F4co adjuvanted with ASO1g or ASO1¢ administered
with Ad35-GRIN
PROTOCOL IAVI BO02
NUMBER:
PHASE: Phase |
SPONSOR: International AIDS Vaccine Initiative (I1AVI)
110 William Street, 27" Floor
New York, New York 10038-3901
USA
SPONSOR Non-Profit Organization
STATUS:
OBJECTIVES: Primary:
Safety
e To evaluate the safety and tolerability of F4co formulated in AS01g or
ASO1e and Ad35-GRIN in the following regimen:
0 F4co formulated in ASO1g or ASO1g followed by Ad35-GRIN
0 Ad35-GRIN followed by F4co formulated in ASO1g
0 F4co formulated in ASO1g co-administered (simultaneous
administration with separate injections) with Ad35-GRIN
Immunogenicity
e To evaluate the immunogenicity of F4co formulated in ASO1g
or ASO1g
0 To demonstrate the non-inferiority of the immune response (in
terms of the magnitude of the CD4+ CD40L+ T cells expressing
at least IL-2) to F4co formulated in ASO1g compared to F4co
formulated in AS015 at 2 weeks post second dose (Groups A and
B)
Secondary:
Immunogenicity
e To evaluate the immunogenicity of F4co formulated in ASO1g or
ASO01g and Ad35-GRIN
0 To evaluate the immunogenicity of two doses of F4co formulated
IAVI Protocol B002 Version: 4.0 Page 2 of 95

Date: 3 Aug 2010



CONFIDENTIAL

in ASO1gs and ASO1g followed by a single Ad35-GRIN boost
(Groups A and B) at 4 weeks and one year post-boost.

o To evaluate the immunogenicity of a single Ad35-GRIN prime
followed by two doses of F4co formulated in ASO1g (Group C) at 4
weeks and one year post-second F4co.

o0 To evaluate the immunogenicity of 3 doses of co-administered
F4co formulated in ASO1g and Ad-35 GRIN (Group D) at 4 weeks
and one year post-third dose.

0 To evaluate the immunogenicity of two doses of F4co formulated
in ASO1g (Group B) or in ASO1¢ (Group A) at 4 and 12 weeks
post-second F4co, a single dose of Ad35-GRIN (Group C) at 4
and 12 weeks post—Ad35-GRIN, and two doses of co-
administered F4co formulated in ASO1g and Ad-35 GRIN (Group
D) at 4 weeks post—first co-administration, 4 and 12 weeks post—
second co-administration.

ENDPOINTS: Primary:

Safety and tolerability:

Proportion of volunteers with solicited adverse events (any OR any
grade 3 or above) during a 14 day (Day 0 to Day 14) follow-up period
after each vaccination

Proportion of volunteers with unsolicited adverse events (any OR
any grade 3 or above OR any related event OR any grade 3 or above
and related) during a 4 week (Day 0 to Day 28) follow-up period after
each vaccination and over the whole vaccination period

Proportion of volunteers with abnormal biochemical and
haematological values (any grade 3 or above) after each vaccination
and throughout the study period

Proportion of volunteers with serious adverse events (any event OR
any related event) throughout the study period

Immunogenicity:

To assess non-inferiority: magnitude of the CD4+ CD40L+ T cells
expressing at least IL-2 to F4co formulated in ASO1g, and F4co
formulated in ASO1g

Secondary:

Immunogenicity:
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Proportion of volunteers with HIV-1 specific T-cell responses
measured by IFN-vy and IL-2 ELISPOT assay at indicated time points
after stimulation with HIV-1 Clade A and B peptide pools matched to
the vaccines

Magnitude of HIV-1 specific T-cell responses measured by IFN-y and
IL-2 ELISPOT assay at indicated time points after stimulation with
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HIV-1 Clade A and B peptide pools matched to the vaccines

Proportion of volunteers with HIV-1 specific CD4+ or CD8+ T-cell
responses assessed by Intracellular Cytokine Staining measuring IL-2
and / or IFN- y and/or TNF-a at indicated time points after stimulation
with HIV-1 Clade A and B peptide pools matched to the vaccines

Magnitude of HIV-1 specific CD4+ or CD8+ T-cell responses
assessed by Intracellular Cytokine Staining measuring IL-2 and / or
IFN- y and/or TNF-a at indicated time points after stimulation with HIV-
1 Clade A and B peptide pools matched to the vaccines

Seropositivity rates and magnitude of antibody titres to HIV-1 Clade B
p17, p24, Nef, RT and F4co as measured by ELISA at indicated time
points

Seropositivity rates and magnitude of anti-Ad35 neutralizing antibody
titres at indicated time points

Exploratory:

IAVI Protocol B0O02 Version: 4.0
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Vaccine-specific T-cell response at any of the pre-determined time points
to assess both frequency and magnitude of responses measured by:

o
o

o
o

T-cell proliferation frequency and magnitude

T-cell markers for memory, exhaustion and activation, secretion of
cytokines other than IFN-y, IL-2 and TNF-a

Viral inhibition assay and other possible functional assays
Vaccine-induced positive reactions measured by SELECTEST
(antibody ELISA assay for HIV infection in the presence of vaccine-
induced responses) as well as licensed HIV tests

Number of epitopes recognized by peripheral T cells in selected
volunteers

Anti-Ad35 cell-mediated immune responses at any of the indicated time
points by ELISPOT or Intracellular Cytokine Staining (ICS)

Proportion of volunteers and magnitude of response with HIV-1
specific responses (as measured by ELISPOT, ICS or other assays
indicated above) at selected time points after stimulation with HIV-1 Clade
C, D or other peptides sets

Seropositivity rates and magnitude of antibody titres to HIV-1 non-Clade B
antigens as measured by ELISA at indicated time points

Functional antibodies, e.g. avidity or other functional antibody assays at
any of the pre-determined time points
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STUDY DESIGN

TABLE

METHODS:

STUDY

POPULATION:

NUMBER OF

VOLUNTEERS:
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N Months
Group | (vaccine/
placebo) 0 1 3 4
F4co 10 ug/ | F4co 10 ug/ Ad35-GRIN
A 2817 ASO1e ASO1e 2x10" vp
F4co 10 pg/ | F4co 10 ng/ Ad35-GRIN
B 2817 ASO01g ASO01g 2x10"vp
c 08/7 Agff&%ffg\' F4co 10 pg/ | F4co 10 pg/
AS01g AS01g
F4co 10 ug/ | F4co 10 ug/ F4co 10 ug/
AS01g AS01g AS01g
D 28/7 Ad35-GRIN | Ad35-GRIN Ad35-GRIN
2x10"vp | 2x10™vp 2x10"vp

vp: viral particles

See Schedule of Procedures (Appendices A, B and C)

Healthy male or female adults 18 to 40 years of age, who are willing to
undergo HIV testing, use an effective method of contraception, and who, in
the opinion of the principal investigator or designee, understand the study and
who provide written informed consent.

Principal exclusion criteria include confirmed HIV-1 or HIV-2 infection;
detection of Ad35-specific serum neutralizing antibody; reported high-risk
behaviour for HIV infection; pregnancy and lactation; chronic disease;
clinically significant abnormal laboratory values, recent vaccination or receipt
of a blood product or vaccine; and previous severe local or systemic reactions
to vaccination or history of severe allergic reactions.

Approximately 140 volunteers (112 vaccine / 28 placebo recipients) will be
included in the study.

An over-enrolment of up to 7% (approximately 10 additional volunteers) will
be permitted in the study to facilitate rapid enrolment.

Page 5 of 95



CONFIDENTIAL

DESCRIPTION OF The study vaccines are as follows:

INVESTIGATIONAL

PRODUCT: e F4co (Fusion protein p24-RT-Nef-p17 from HIV-1 subtype B Gag, Pol,
Nef proteins) formulated in the adjuvants AS01g or ASO1g. Both
adjuvant systems contain the immunostimulants Monophosphoryl
Lipid A (MPL) and QS21 (50 ug of each for AS01g and 25 pg of each
for ASO1¢) formulated with liposomes

e Ad35-GRIN (recombinant, replication-incompetent adenovirus
serotype35 expressing HIV-1 subtype A gag, reverse transcriptase,
integrase, and nef (GRIN) genes)

e The associated placebo is: Saline (NaCl 0.9%)

Vaccine/ Dosage | Volume in vial Volume injected
Placebo Level (mL) intramuscularly (mL)
F4co/AS01e 10 pg At least 0.5 mL 0.5mL
F4co/AS01g 10 pg At least 0.5 mL 0.5mL
1.0mL

(use entire contents of
one vial and sufficient
amount from second
vial to make 1.0 ml)

Ad35-GRIN 2x10" vp 0.725 mL

0.5 mL for F4co

or 1.0 ml for Ad35-

Saline NA 0.7 mL GRIN (using 2 vials)

BLINDING: Volunteers will be randomly assigned to one of four groups described in the
study design table above. Study staff (with the exception of the pharmacist)
and volunteers will be blinded with respect to volunteer assignment between
adjuvant groups A vs. B as well as to the allocation of active study vaccine or
placebo within each group. There will be no blinding between group
schedules A/B, C and D. Volunteers in Groups C or D will know their specific
group assignment and will be blinded only with respect to the administration
of vaccine or placebo.
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DURATION OF
STUDY
PARTICIPATION:

EVALUATION FOR
INTERCURRENT HIV
INFECTION:

STATISTICAL
CONSIDERATIONS:

CONFIDENTIAL

Volunteers will be screened up to 42 days before vaccination (90 days for
Ad35 neutralizing antibody screening) and will be followed for 12 months
after the last vaccination.

It is anticipated that it will take approximately 5 months to enrol the study.

Upon completion of this study, volunteers will be asked to participate in the
IAVI Long-Term Follow-Up study to assess safety (and immunogenicity if
present at end of this study).

Volunteers will be clinically evaluated and tested for HIV-1 and HIV-2
antibodies at time points specified in the Schedule of Procedures
(Appendices A, B and C). Test results will be interpreted according to a pre-
determined diagnostic algorithm. To distinguish a true HIV infection acquired
through exposure in the community from the vaccine-induced antibody
response, a nucleic-acid-based HIV test will be done. HIV testing at
additional time points may be performed at the discretion of the volunteer
and principal investigator or designee as medical or social circumstances
arise.

To maintain blinding study staff with direct contact with the volunteers will be
notified only if HIV infection is confirmed. Volunteers who acquire HIV
infection during the study, despite counselling, will complete the Early
Termination visit as detailed in the Schedule of Procedures and then be
referred to IAVI Protocol H for follow-up of clinical, laboratory and
immunology assessments.

Collected data will be identified only by a volunteer identification number.
Safety data will be reviewed by an independent Safety Review Board (SRB)
for the first 28 volunteers in groups A/B, the first 14 volunteers in group C
and the first 14 volunteers in group D at 2 weeks post month 1 and 2 weeks
post month 4. Ad-hoc review may be specifically requested by the sponsor,
GSK, the Principal Investigators or by the SRB.

At 1 month after the end of the vaccination regimen and at the end of the
study, an analysis will be performed according to a pre-specified statistical
analysis plan. The proportion of volunteers in each group who become HIV-
infected will be analyzed (if any infections occur). Safety and tolerability will
be addressed by examining the overall rates of adverse events and serious
adverse events that might be associated with vaccination and the number of
volunteers who experience these events. All clinical and routine laboratory
data will be included in the safety analysis. Immunogenicity analyses will be
performed in all volunteers who have received vaccine. Immune responses
may be compared to results in the earlier IAVI-sponsored studies and earlier
GSK studies.
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ABBREVIATIONS

Abbreviation Term

AE Adverse Event

AIDS Acquired Immunodeficiency Syndrome

ALT Alanine-Aminotransferase

AST Aspartate-Aminotransferase

CFC Cytokine Flow Cytometry

CLS Contract Laboratory Services

CMI Cell Mediated Immunity

CMO Chief Medical Officer

CMV Cytomegalovirus

CRC Clinical Research Centre

CRF Case Report Form

CTA Clinical Trial Agreement

CTL Cytotoxic T Lymphocyte

DCC Data Coordinating Centre

DNA Deoxyribonucleic Acid

ELISA Enzyme Linked Immunosorbent Assay

ELISPOT Enzyme Linked Immunospot Assay

GCP Good Clinical Practice

GSK GlaxoSmithKline Biologicals

HIV Human Immunodeficiency Virus

HLA Human Leukocyte Antigen

HSV Herpes Simplex Virus

IAVI International AIDS Vaccine Initiative

ICH International Conference on Harmonization

ICS Intracellular Cytokine Staining

IDES Internet Data Entry System

IFN-y Interferon-gamma

IL-2 Interleukin-2

Kg Kilogram

LIMS Laboratory Information Management System

mg Milligram

PCR Polymerase Chain Reaction

pfu Plague Forming Units

PBMC Peripheral Blood Mononuclear Cells

RPR Rapid Plasma Reagin

SAE Serious Adverse Event

SIV Simian Immunodeficiency Virus

SHIV Simian-Human Immunodeficiency Virus

SOP Standard Operating Procedure

SOM Study Operations Manual

SRSV Small Round Structured Virus

SRB Safety Review Board

STD Sexually Transmitted Disease

TPHA Treponema Pallidum Hemagglutination
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Abbreviation Term

TNF-a Tumour-necrosis factor alpha
VDP Vaccine Development Partnership
VIA Viral Inhibition Assay

vp Viral particle
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1.1 Sponsor Contact Information
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International AIDS Vaccine Initiative (IAVI)
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110 William Street, 27" Floor

New York, NY 10038-3901, USA

Medical Monitor

Frances Priddy, MD MPH
Senior Director, Medical Affairs
110 William Street, 27" Floor
New York, NY 10038-3901, USA

Clinical Program Manager

Marietta Krebs, MHSA, MBA
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International AIDS Vaccine Initiative (IAVI)

5" Floor St. Stephen’s Centre

Chelsea and Westminster Hospital

369 Fulham Road
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GSK Laboratory Contacts

Patricia Bourguignon Telephone: + 32 2 656 89 33
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2.0 SIGNATURE PAGE
The signatures below constitute the approval of this protocol and the appendices and
provide the necessary assurances that this study will be conducted in compliance with
the protocol, GCP and the applicable regulatory requirement(s).
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Chief Medical Officer, Medical Affairs, IAVI
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3.0 INTRODUCTION AND BACKGROUND INFORMATION

According to the Joint United Nations Programme on HIV/AIDS and the World Health
Organization, as of the end of 2008 approximately 33.4 million people were estimated to be
living with HIV/AIDS, with 95% residing in the developing world. It is estimated that in 2008
alone, 2.7 million people were newly infected with HIV, there were approximately 7,400 new
infections per day and 2 million people died of AIDS".

Sub-Saharan Africa remains the region most affected by the AIDS pandemic accounting for
67% of new infections in adults, a majority of which are women , and 91% of new infections
in children and and 72% of all AIDS deaths recorded in 2008. It is estimated that 1.9 million
people were newly infected with HIV in 2008, bringing to 22.4 million the total number of
people living with HIV in the region.

There is an urgent need to strengthen existing prevention methods such as behavioural
interventions, condom use, sexually transmitted disease treatment, harm reduction, male
circumcision and explore/ensure access to new prevention strategies to control the epidemic
and prevent new infections, including pre-exposure prophylaxis, HIV treatment, and
preventive vaccines and topical microbicides. The development of a vaccine against HIV
type-1 remains the best hope for controlling the HIV/AIDS pandemic?®.

The effort to develop an effective preventive vaccine against HIV-1 infection is challenged
by the wide genetic diversity of HIV-1 among different isolates® * °. Genomic recombination
between different HIV-1 populations frequently occurs. With the continuous evolution and
mixing of genetic subtypes and the reality of recombination, new vaccine strategies capable
of coping with the possibility of antigenic change will be needed. Group M viruses are the
most common globally and are further subdivided into different genetic subtypes or clades.
Analysis of genomic sequences from different regions in the world have identified ten clades
to date, designated A--H, J and K and dozens of recombinant forms, but together, the A, B
and C subtypes are responsible for about 75%-85% of new HIV infections in the world®. In
Kenya, subtype A is the predominant subtype and a high proportion of intersubtype
recombinants are seen’ ° . In Uganda, subtypes A and D predominate and there are a
smaller proportion of recombinants of subtypes A and D seen ° '® "' 2 |n Zambia, subtype
C is the predominant strain seen (95%), although subtypes A, D, G and J have also been
identified ™ ™. .

To be effective, an HIV vaccine will have to induce appropriate immune responses that are
potent and long-lasting. The immune correlates for protection that may be required are not
known, but experimental and natural history studies suggest that both high levels of HIV-
specific neutralizing antibody and long-lasting effector and central memory HIV-specific

CD8+ and CD4+ T-cell responses are needed in both systemic and mucosal compartments
15 16 17 18 1920 21 22

Neutralizing antibodies against circulating isolates are induced principally by the envelope
glycoprotein of HIV (Env) and could confer sterilizing immunity against HIV as suggested by
non-human primate SHIV challenge studies % #* . However, attempts to design appropriate
immunogens have failed. This has been a major drawback for env-based HIV vaccines,
since current immunogens afford only very narrow protection against HIV strains that are
closely related to the vaccine antigen®® ?’. The search for an immunogen able to induce
broad cross-protective neutralizing antibodies remains difficult and critical 2 2.
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Evidence that CD8+ cytotoxic T lymphocytes (CTL) can control AIDS virus replication in the
absence of antibodies has been demonstrated in HIV-infected subjects with a reduction in
viremia in acute infection temporally associated with HIV-1-specific CTL**'?, The role of
CTL was further suggested in the SIV macaque model 3 343°%

Issues of quantity, quality and location impact the ability of CD8+ T cells to mediate
protection from infection®’. To protect from viruses which remain within the cells of the host
and cause persistent infection, such as HIV, the immune system has evolved CD4+ and
CD8+ T cells. Both T cell subtypes are recruited in tissues by dendritic cells sensitized
through the Toll-like receptors to the presence of pathogens. CD4+ T cells provide help to
naive CD8+ T cells so they can proliferate and acquire the ability to recognize foreign
antigens presented on the surface of the infected cells and kill them. Naive CD8+ and CD4+
T cells become memory T cells once they have encountered the antigen. There are two
main subtypes, effector and central memory CD8+ T cells that can be differentiated by their
surface expression of receptors, cytokine production and ability to proliferate®.

Preservation and/or restoration of intestinal CD4+ memory T cells seems to be associated
with protection from challenge and control of viremia in the non-human primate SIV
challenge model*®. These results suggest that protection against pathogenic lentiviral
infection or disease progression may correlate with preservation of mucosal CD4+ T cells. In
animals, accumulating evidence suggests that HIV-specific CD4+ T cells are equally crucial
for the induction of a protective immune response against HIV*’. Furthermore, the analysis
of immune responses in HIV-infected individuals suggests a crucial role for CD4+ T cells*'.
CD4+ T cells provide essential help to CD8+ effector T cells in long-term non-progressors *2
434 n contrast, the absence of HIV-specific CD4+ T cells in chronically infected individuals
seems to be related to an impairment of CD8+ T cell maturation®.

Altogether, these data suggest that an effective HIV vaccine should induce strong HIV-
specific CD4+ and CD8+ T cell responses.

The prime-boost strategy involves priming the immune system to a target antigen delivered
by one vaccine and then selectively boosting this immunity by repeat administration of the
antigen by a second and distinct vaccine. The synergistic enhancement of immunity to the
target antigen is reflected in an increased number of antigen-specific T cells, selective
enrichment of high avidity T cells and increased efficacy against pathogenic challenge *’.
Heterologous HIV immunogens derived from different clades for sequential priming and
boosting predominantly stimulated T-cell immunity against conserved epitopes, whereas a
single vaccine derived from one clade or the mixture of multiple vaccines from different
clades primarily raised T-cells against less conserved or non-conserved epitopes®® *°.

It is proposed to develop a sequential prime-boost or concomitant administration regimen to
elicit both HIV-specific CD4+ T cells with adjuvanted protein vaccines and HIV-specific
CD8+ T cells with a recombinant viral vector (adenovirus), the two vaccines acting possibly
in synergy.

3.1 Study Rationale

This study is a Phase | randomized, placebo-controlled, double-blind clinical trial
in HIV-uninfected, healthy adult volunteers to evaluate the safety and
immunogenicity of F4co 10ug formulated in ASO1 adjuvant (ASO1g vs. ASO1g;
ASO01g contains half the quantity of immunostimulants of ASO01g) and Ad35-GRIN
at 2x10"vp.
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and a co-administration regimen as follows:

F4co formulated in AS01g or ASO1g followed by Ad35-GRIN
Ad35-GRIN followed by F4co formulated in ASO1g
F4co formulated in AS01g co-administered with Ad35-GRIN

The trial design is hypothesis-driven:

F4co formulated in AS01g and AS01¢ and Ad35-GRIN have acceptable
safety profiles and induce robust cell-mediated immune responses in non-
human primates and humans

F4co formulated in ASO1g and ASO1g induces HIV-specific CD4+ T-cell
responses while Ad35-GRIN induces HIV-specific CD8+ T-cell responses
A sequential prime-boost regimen may induce both CD4+ and CD8+ T-cell
responses either by additive or synergistic mechanisms. This may result in

broad and polyfunctional immune responses to several proteins and epitopes,

overcoming the HIV-1 subtype diversity, and confering a greater magnitude
and longer duration of response.

The co-administration regimen may synergize simultaneously rather than
sequentially the CD4+/CD8+ T-cell interaction and generate earlier and
stronger immune responses.

3.1.1 Experience with F4co protein adjuvanted with ASO1

F4co is a recombinant fusion protein (p24, Reverse Transcriptase, Nef,
p17 (p24-RT-Nef-p17)) from conserved HIV-1 subtype B antigens (gag,
pol, nef) formulated with the adjuvant system AS01 (immunostimulants
MPL and QS21 formulated in liposomes). The F4co fusion protein was
designed to include a broad range of cross-reacting T-cell epitopes from
gag, pol and nef proteins from HIV-1 Clade B.

ASO01 (liposome-based formulation containing the immunostimulants 3D-
MPL [3-deacylated monophosphoryl lipid A] and QS21 [a triterpene
glycoside purified from the bark of Quillaja saponaria]) (50 ug of each for
ASO01g and 25 ug of each for ASO01g) was chosen among other potent
adjuvants, from several clinical studies for its propensity to induce a
stronger Th1 cellular-mediated immune response and its acceptable
safety profile®® >' %2 %3,

The first time in human study, PRO-HIV-005, investigated the safety and
immunogenicity of GSK’s novel recombinant protein HIV antigen F4co,
adjuvanted or not, in an antigen dose-escalation design (10, 30 or 90 ug)
in healthy, HIV-uninfected volunteers. The study was conducted in 180
volunteers at the Center for Vaccinology, Ghent University and Hospital
(Belgium); 3 groups of 50 volunteers received two doses, at one month
intervals, of F4co at 10, 30 or 90 ug adjuvanted with AS01g, and 3 groups
of 10 volunteers received non-adjuvanted F4co antigen (reconstituted in
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water for injection) at the same dose levels and following the same
schedule.

During the 7-day post-vaccination period, higher reactogenicity was
observed in the adjuvanted study vaccine groups as compared to the
non-adjuvanted study vaccine groups but reactogenicity was not related
to antigen dose level. The F4co vaccine, either non-adjuvanted or
adjuvanted with AS01g, had an acceptable reactogenicity profile. No
vaccine-related SAEs were reported.

Very potent, persistent and polyfunctional CD4+ T cell responses were
observed in this study. Interestingly, the F4co 10 pg /AS01s dose induced
the highest frequency of specific CD4+ T cells, with all subjects
responding to at least three of the antigens and 80% responding to all
four antigens. As a result, 10ug F4co/500ul ASO1g was chosen as the
optimal combination for further development. **

During the conduct of a preclinical toxicology study in minipigs evaluating
a combination of the F4co/ AS01z vaccine candidate with a DNA vaccine,
lens opacities in the eyes were noted. After a full review of the preclinical
toxicology data, the findings remained inconclusive. Therefore, a second
preclinical toxicology study was conducted using New Zealand White
rabbits, which have a very low background incidence of lens opacity. No
signs of treatment-related lens opacity were seen in the F4co/ ASO1g,
ASO01g or F4co groups. No treatment-related gross or microscopic
findings were observed at ophthalmologic examinations.

See F4co Investigator Brochure for full description of the preclinical and
clinical immunogenicity and safety profile of this candidate vaccine.

Experience with Ad35-GRIN

Ad35-GRIN is a replication-incompetent recombinant Adenovirus
serotype 35 expressing HIV-1 Clade A genes (gag, reverse transcriptase,
integrase and nef (GRIN). The GRIN genes were identified within the
HIV-1 sequence, designed as a fusion product, and codon-optimized for
human cell expression and translation. GRIN was selected based on the
evidence that in a worldwide study assessing HIV-1-infected humans, the
highest levels of T-cell responses (75-100%) were observed against gag,
pol, and nef, regardless of either the donor’s origin or the subtype of the
infecting virus *°. Where appropriate, mutations have been introduced to
abrogate the normal functions of the HIV proteins.

The recombinant adenovirus (rAd) vaccine design is based on the
concept of immunisation by gene transfer. Following entry into target
cells, it is expected that the HIV-1 gene products will be expressed
without the production of infectious adenovirus particles or integration into
the host genome and stimulate predominantly CD8+ cytotoxic T cells to
the HIV-1 proteins. Preclinical studies® * *® *° %% and clinical studies ' ®2
63 64 &5 show that immune responses against HIV can be elicited by direct
gene transfer of immunogen-expressing HIV genes via recombinant
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adenovirus vectors. The major advantage of rAd immunization appears to
be its efficacy in transducing host cells and priming the induction of CD8"
cytotoxic T lymphocytes (CTL) responses, which are considered
important in limiting viral replication®® ¢’ © ®_There is an additional safety
feature in that following entry into the target cells, the HIV-1 gene
products will be expressed without the production of infectious adenovirus
(Ad) or integration into the host genome. These gene products can be
produced in cells that are not actively dividing.

A second vector has been produced which contains the HIV-1 subtype A
gp140 gene (Ad35-ENV), although it will not be used in this trial. Non-
human primate immunogenicity data suggest that stronger HIV-specific
CD8+ T cell responses are generated by Ad35-GRIN/ENV at a dosage of
2x 10" vp and 2 x 10" than at lower dosage levels.

A Phase | placebo-controlled, double-blinded (in terms of vaccine or
placebo), randomized dose-escalation trial to evaluate the safety and
immunogenicity of Ad35-GRIN/ENV HIV Vaccine in 42 healthy adult
volunteers is ongoing in the US (IAVI BO01 — BB-IND# 13876). Three
vaccine dosages are tested: 2 x 10°, 2 x 10'°, and 2 x 10" viral particles
(vp). The vaccine is administered by intramuscular route at months 0 and
6. As of 17 December 2009, safety data is available for the first 42
injections of vaccine or placebo in all dose groups, with 13 and 8
receiving the 6-month booster dose in the 2 x 10° and 2 x 10" groups
respectively. Overall, the Ad35-GRIN/ENV vaccine was generally safe
and well tolerated. The high dose of Ad35-GRIN/ENV at 2x10"" vp
appeared more reactogenic both systemically and locally compared to the
low (2x10° vp) and mid (2x10' vp) dose groups, with 5/14 volunteers in
the high dose group reporting severe, but transient, systemic reactions
after the first vaccination. No serious adverse event has been reported in
either group. No Ad35 shedding was reported in the few samples tested
to date. These preliminary data suggest that the 2x10"" vp dose may be
likely to cause transient but moderate-severe systemic
reactions.Therefore the 2x10' vp dose was selected for this studly.

See Ad35-GRIN/ENV Investigator Brochure for full description of the
preclinical and clinical safety profile of this candidate vaccine.
4.0 STUDY OBJECTIVES

4.1 Primary Objectives

Safety
e To evaluate the safety and tolerability of F4co formulated in ASO1g or ASO1e
and Ad35-GRIN in the following regimen:

0 F4co formulated in ASO1g or ASO1g followed by Ad35-GRIN

0 Ad35-GRIN followed by F4co formulated in ASO1g
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0 F4co formulated in AS01g co-administered (simultaneous administration
with separate injections) with Ad35-GRIN

Immunogenicity
e To evaluate the immunogenicity of F4co formulated in ASO1g or ASO1g

o To demonstrate the non-inferiority of the immune response (in terms of
the magnitude of the CD4+ CD40L+ T cells expressing at least IL-2) to
F4co formulated in ASO1g compared to F4co formulated in ASO1g at 2
weeks post second dose (Groups A and B)

4.2 Secondary Objectives

Immunogenicity
e To evaluate the immunogenicity of F4co formulated in ASO1g or AS01g and
Ad35-GRIN

(0]

5.0

To evaluate the immunogenicity of two doses of F4co formulated in
ASO01g and AS01¢ followed by a single Ad35-GRIN boost (Groups A
and B) at 4 weeks and one year post-boost.

To evaluate the immunogenicity of a single Ad35-GRIN prime
followed by two doses of F4co formulated in ASO1g (Group C) at 4
weeks and one year post-second F4co.

To evaluate the immunogenicity of 3 doses of co-administered F4co
formulated in AS01g and Ad-35 GRIN (Group D) at 4 weeks and one
year post-third dose.

To evaluate the immunogenicity of two doses of F4co formulated in
ASO01g (Group B) or in ASO1e (Group A) at 4 and 12 weeks post-
second F4co, a single dose of Ad35-GRIN (Group C) at 4 and 12
weeks post—Ad35-GRIN, and two doses of co-administered F4co
formulated in AS015 and Ad-35 GRIN (Group D) at 4 weeks post-first
co-administration, 4 and 12 weeks post—second co-administration.

STUDY ENDPOINTS AND STUDY DESIGN

5.1 Study Endpoints
5.1.1 Primary Endpoints

Safety and tolerability:

Proportion of volunteers with solicited adverse events (any OR any
grade 3 or above) during a 14 day (Day 0 to Day 14) follow-up period
after each vaccination

Proportion of volunteers with unsolicited adverse events (any OR
any grade 3 or above OR any related event OR any grade 3 or above
and related) during a 4 week (Day 0 to Day 28) follow-up period after
each vaccination and over the whole vaccination period
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Proportion of volunteers with abnormal biochemical and
haematological values (any grade 3 or above) after each vaccination
and throughout the study period

Proportion of volunteers with serious adverse events (any event OR
any related event) throughout the study period

Immunogenicity:

To assess non-inferiority: magnitude of the CD4+ CD40L+ T cells
expressing at least IL-2 to F4co formulated in ASO1g, and F4co
formulated in ASO01g

Secondary Endpoints

Immunogenicity:

Proportion of volunteers with HIV-1 specific T-cell responses
measured by IFN-y and IL-2 ELISPOT assay at indicated time points
after stimulation with HIV-1 Clade A and B peptide pools matched to
the vaccines

Magnitude of HIV-1 specific T-cell responses measured by IFN- y and
IL-2 ELISPOT assay at indicated time points after stimulation with
HIV-1 Clade A and B peptide pools matched to the vaccines

Proportion of volunteers with HIV-1 specific CD4+ or CD8+ T-cell
responses assessed by Intracellular Cytokine Staining measuring IL-2
and / or IFN-y and/or TNF-a at indicated time points after stimulation
with HIV-1 Clade A and B peptide pools matched to the vaccines

Magnitude of HIV-1 specific CD4+ or CD8+ T-cell responses
assessed by Intracellular Cytokine Staining measuring IL-2 and / or
IFN- y and/or TNF-a at indicated time points after stimulation with HIV-
1 Clade A and B peptide pools matched to the vaccines

Seropositivity rates and magnitude of antibody titres to HIV-1 Clade B
p17, p24, Nef, RT and F4co as measured by ELISA at indicated time
points

Seropositivity rates and magnitude of anti-Ad35 neutralizing antibody
titres at indicated time points

Exploratory Endpoints

Vaccine-specific T-cell response at any of the pre-determined time

points to assess both frequency and magnitude of responses

measured by:

o T-cell proliferation frequency and magnitude

o T-cell markers for memory, exhaustion and activation, secretion of
cytokines other than IFN- v, IL-2 and TNF-a

o Viral inhibition assay and other possible functional assays
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o0 Vaccine-induced positive reactions measured by SELECTEST
(antibody ELISA assay for HIV infection in the presence of
vaccine-induced responses) as well as licensed HIV tests

o Number of epitopes recognized by peripheral T cells in selected
volunteers

o Anti-Ad35 cell-mediated immune responses at any of the indicated
time points by ELISPOT or Intracellular Cytokine Staining (ICS)

e Proportion of volunteers and magnitude of response with HIV-1
specific responses (as measured by ELISPOT, ICS or other assays
indicated above) at selected time points after stimulation with HIV-1
Clade C, D or other peptides sets

e Seropositivity rates and magnitude of antibody titres to HIV-1 non-
Clade B antigens as measured by ELISA at indicated time points

¢ Functional antibodies, e.g. avidity or other functional antibody assays
at any of the pre-determined time points

5.2 Study Design

The study is Phase 1, randomized, placebo-controlled clinical trial designed to
evaluate the safety and immunogenicity of F4co formulated in ASO01g or ASO1g
and Ad35-GRIN. Vaccine or placebo will be administered at 3 separate time
points depending on the volunteer’s group assignment.

Table 1
Study Design
N Months
Group | (vaccine/
placebo) 0 1 3 4
F4co 10 pg/ | F4co 10 ng/ Ad35-GRIN
A 2817 ASO01e ASO1e 2x10"vp
F4co 10 ug/ | F4co 10 g/ Ad35-GRIN
B 2817 ASO01g ASO01g 2x10" vp
c 08/7 Agff&%ffg\' F4co 10 pg/ | F4co 10 pg/
AS01g AS01g
F4co 10 pg/ | F4co 10 ng/ F4co 10 pg/
AS01g ASO01g AS01g
D 28/7 Ad35-GRIN | Ad35-GRIN Ad35-GRIN
2x10"%vp | 2x10"vp 2x10"vp
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5.2.1 Duration of the Study

Volunteers will be screened up to 42 days before vaccination (up to 90

days for Ad35 neutralizing antibody) and will be followed for 12 months

after the last vaccination (16 months total participation).

It is estimated that it will take approximately 5 months to complete

enrolment.

5.2.2 Study Population

The study population consists of healthy male or female adults aged 18 to

40 years who are willing to undergo HIV testing, use an effective method

of contraception, and who in the opinion of the investigator or designee,

understand the study and provide written informed consent.

Approximately 140 volunteers (112 vaccine /28 placebo recipients) will be

included in the study. An over-enrolment of up to 7% (approximately 10

additional volunteers) will be permitted in the study to facilitate rapid

enrolment.
5.2.3 Inclusion Criteria

1. Healthy males and females, as assessed by a medical history,
physical exam, and laboratory tests

2. Atleast 18 years of age on the day of screening and has not reached
his/her 41* birthday on the day of first vaccination

3. Willing to comply with the requirements of the protocol and available
for follow-up for the planned duration of the study (screening plus 16
months)

4. In the opinion of the Principal Investigator or designee and based on
Assessment of Informed Consent Understanding results, has
understood the information provided and potential risks linked to
vaccination and participation in the ftrial. Written informed consent
needs to be provided by the volunteer before any study-related
procedures are performed

5. Willing to undergo HIV testing, risk reduction counselling, receive HIV
test results and committed to maintaining low risk behaviour for the
trial duration

6. If a female of childbearing potential (not menopausal or anatomically
sterile), willing to use an effective non-barrier method of contraception
(hormonal contraceptive; intra-uterine device), from screening until
four months after last vaccination. All female volunteers must be
willing to undergo urine pregnancy tests at time points as indicated in
the Schedule of Procedures (Appendices A, B and C) and must test
negative prior to each vaccination.
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7. If sexually active male (who is not anatomically sterile), willing to use
an effective method of contraception (such as consistent condom
use) from the day of first vaccination until 4 months after the last
vaccination

8. Willing to forgo donations of blood or any other tissues during the
study and, for those who test HIV positive after vaccination, until the
anti-HIV antibody titres become undetectable

5.2.4 Exclusion Criteria
1. Confirmed HIV-1 or HIV-2 infection

2. Any clinically relevant abnormality on history or examination including
history of immunodeficiency, malignancy or autoimmune disease; use
of systemic corticosteroids (<2 weeks use of topical or inhaled
steroids is permitted); immunosuppressive, anticancer, anti-
tuberculosis or other medications considered significant by the
investigator within the previous 6 months

3. Any clinically significant acute or chronic medical condition that is
considered progressive, or in the opinion of the investigator, makes
the volunteer unsuitable for participation in the study

4. Detection of Ad35-specific serum neutralizing antibody

5. Reported high-risk behaviour for HIV infection within 6 months prior to
first vaccination, as defined by:

e Unprotected sexual intercourse with a known HIV-infected
person, a partner known to be at high risk of HIV infection or a
casual partner (i.e. no continuing established relationship)

e Engaged in sex work for money or drugs

e Frequent excessive alcohol use, binge drinking (e.g. men
consume 5 or more and women 4 or more drinks in about 2
hours) or use of illicit drugs

¢ Recently acquired a sexually transmitted disease (STD)

e A high-risk partner currently or within the previous 6 months

e Three or more sexual partners

Note: Volunteers with the following behaviour within 6 months

prior to first vaccination are eligible:

e Two or fewer mutually monogamous relationships with HIV
negative partners who do not use illicit drugs

e Two or fewer partners who were HIV negative, did not use illicit
drugs and with whom the volunteer used condoms for sexual
intercourse

6. If female, pregnant or planning a pregnancy within 4 months after last
vaccination; or lactating
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Unstable asthma (e.g. sudden acute attacks occurring without an
obvious trigger) or asthma requiring:

o Daily steroid or long acting B agonist prevention

o Hospitalization in the last two years

Bleeding disorder that was diagnosed by a physician e.g., factor
deficiency, coagulopathy or platelet disorder that requires special
precautions. (A volunteer who states that he or she has easy bruising
or bleeding, but does not have a formal diagnosis and has
intramuscular (IM) injections and blood draws without any adverse
experience is eligible)

History of splenectomy

Any of the following abnormal laboratory parameters listed below
(laboratory parameters must be consistent with I/E criteria prior to
each vaccination):
i. Hematology
a. Hemoglobin <10.0 g/dL
b. Absolute Neutrophil Count (ANC): < 1000/mm?
c. Absolute Lymphocyte Count (ALC): < 500/mm?®
d. Platelets: < 90,000/ mm?®
ii. Chemistry
a. Creatinine: > 1.1 x ULN
b. AST: >1.25x ULN
c. ALT: >1.25x ULN
iii. Urinalysis: abnormal dipstick confirmed by microscopy
a. Protein 2+ or more
b. Blood 2+ or more (not due to menses)
c. Leukocytes 2+ or more

Receipt of live-attenuated vaccine within the previous 60 days (live
attenuated flu vaccine within 14 days) or planned receipt within 60
days after vaccination with Investigational Product; or receipt of other
vaccine (e.g. pneumococcal), allergy treatment with antigen injections
or tuberculin skin test within the previous 14 days or planned receipt
within 14 days after vaccination with Investigational Product

Receipt of blood transfusion or blood-derived products within the
previous 6 months

Participation in another clinical trial of an Investigational Product
currently, within the previous 3 months or expected participation
during this study

Prior receipt of another investigational HIV vaccine candidate (note:
receipt of an HIV vaccine placebo will not exclude a volunteer from
participation if documentation is available and the IAVI Medical
Monitor gives approval)

History of severe local or systemic reactogenicity to vaccines (e.g.
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anaphylaxis, respiratory difficulty, angioedema)

History of severe allergic reactions to any substance requiring
hospitalization or emergency medical care (e.g. Steven-Johnson
syndrome, bronchospasm or hypotension)

Known sensitivity to sulphite, aspirin or aminoglycoside antibiotics
(e.g. amikacin, arbekacin, gentamicin, kanamycin, neomycin,
netilmicin, paromomycin, streptomycin, tobramycin, etc)

Confirmed diagnosis of active hepatitis B (HBsAg), hepatitis C (HCV
antibodies), active syphilis or active tuberculosis

History of severe neurological disorder, seizure or psychiatric disorder
(e.g schizophrenia, severe psychosis, bipolar disorder requiring
therapy, suicidal attempt or ideation)

For those volunteers at clinical centres participating in ophthalmic
examinations, any clinically significant abnormality found on baseline
ophthalmic examination.

Recruitment of Volunteers

Healthy adult male and female volunteers may be recruited through
information presented in community organizations, hospitals, colleges,
other institutions and/or advertisements to the general public. This
information will contain contact details. Low risk volunteers may also be
recruited from epidemiology studies conducted at the research centres. If
other recruitment strategies are used, the sponsor needs to be informed.

STUDY VISITS

6.1 Screening Period

During Screening, study staff will perform the following procedures:

e Provide and/or review the Informed Consent Document and answer any
questions about the study prior to obtaining written informed consent

e Perform Assessment of Informed Consent Understanding with the volunteer

e Obtain written informed consent prior to conducting any study procedures

¢ Assign volunteer identification number

Volunteers will be screened first for Ad35-specific serum neutralizing antibodies
within 90 days prior to the date of first vaccination. The first 10 volunteers
screened at each research centre will also have PBMCs collected for QA
purposes during the 90 day period. All other screening procedures must occur
within 42 days prior to the date of first vaccination. Sample collection and
procedures may be conducted at more than one screening visit, if required. If
screening procedures are not performed within these time periods, however, they
must be repeated. In that case, the complete medical history may be replaced by
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an interim medical history and the Volunteer Information Sheet of the Informed
Consent Document should be reviewed.

If the volunteer agrees to participate, study staff will:

Administer screening questionnaire

Assess HIV risk as part of screening questionnaire

Conduct HIV risk reduction counselling

Conduct pre-HIV test counselling

Conduct Family Planning counselling and refer for contraceptive counselling

if necessary

Collect a comprehensive medical history

Collect concomitant medication information

Record height and weight

Perform a general physical examination, which includes an examination of

skin, respiratory, cardiovascular and abdominal systems

Assess cervical and axillary lymph nodes

e Record vital signs (pulse, respiratory rate, blood pressure and temperature)

e Perform bilateral ophthalmic examination (only for specified centres; to be
performed prior to first vaccination)

e Collect specimens for all tests as indicated in the Schedule of Procedures

(Appendices A, B and C)

When available, the screening laboratory tests will be reviewed by the trial
physician. Screening laboratory test(s) may be repeated once at the discretion of
the principal investigator or designee to investigate any isolated abnormalities.

If a volunteer has signed the consent form but does not meet the eligibility
criteria, the records must be kept at the CRC.

6.2 Vaccination Visit

Prior to the vaccination, study staff will;

Answer any questions about the study

Review the Informed Consent Document with volunteers

Review screening safety laboratory data

Conduct HIV risk assessment

Conduct HIV risk reduction counselling

Conduct pre- and post-HIV test counselling

Conduct family planning counselling

Review interim medical history

Collect concomitant medication information

Perform a symptom-directed physical examination and any further

examination indicated by history or observation

Record vital signs (pulse, respiratory rate, blood pressure and temperature)

e Perform baseline local and systemic reactogenicity assessment of the site of
vaccination

e Collect specimens for all tests as indicated in the Schedule of Procedures

(Appendices A, B and C). Obtain pregnancy test results prior to vaccination.
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The volunteer will be assigned an allocation number according to the instructions
specified in the Study Operations Manual.

The Investigational Product will be administered as specified in Section 8.4,
Administration of Investigational Product.

For the first 20 volunteers enrolled and vaccinated, study staff will closely
observe volunteers for at least 4 hours after first vaccination for any acute
reactogenicity. For the remaining volunteers, study staff will closely observe
volunteers for at least 30 minutes after vaccination. At the end of the observation
period study staff will:

o Record vital signs (pulse, respiratory rate, blood pressure and temperature)
e Assess any local and systemic reactogenicity
o Assess any other adverse events.

For subsequent vaccination visits, study staff will perform the same procedures
as above with the following exceptions:

- Review the routine safety laboratory parameters (9.1.6) from the previous
visit prior to each vaccination. If a volunteer has an abnormal laboratory
value that is known at the time of vaccination, follow the specified
guidelines (Section 12.0)

- Conduct pre HIV-test counselling if an HIV Test is required (Appendices
A, B and C) or provide post-test counselling if the results of a prior HIV
test are being provided to the volunteer.

- All volunteers will be observed for at least 30 minutes after vaccination

6.3 Post-Vaccination Visits

The volunteer will be asked to return to the clinic on Day 3 (+/- 1 day) Day 7 (+/-
2 days), and Day 14 (+/- 3 days) after each vaccination for an assessment. The
study staff will review the memory card with the volunteer and record the
information in the clinic chart.

The following procedures will be conducted at this visit:

Collect concomitant medication information

If symptoms are present, perform a symptom-directed physical examination.
Assess adverse events.

Assess local and systemic reactogenicity

Collect specimens for all tests as indicated in the Schedule of Procedures
(Appendices A, B and C).

6.4 Additional Follow-up Visits

Assessments and procedures will be performed according to the Schedule of
Procedures (Appendices A, B and C).
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Unscheduled Visits/Contact

Unscheduled Visits/contacts are visits/contacts which are not described in the
Schedule of Procedures (Appendices A, B and C). They may be performed at
any time during the study. Unscheduled visits may occur:

o For administrative reasons, e.g., the volunteer may have questions for study
staff or may need to re-schedule a follow-up visit.

e To obtain laboratory test results from a previous visit.

o For other reasons as requested by the volunteer or investigator.

All unscheduled visits will be documented in the volunteers' study records and on
applicable source documents.

Final Visit/Early Termination Visit

Assessments and procedures will be performed according to the Schedule of
Procedures (Appendices A, B and C). Volunteers will be offered participation in
the IAVI Long-Term Follow-Up protocol.

STUDY PROCEDURES

Informed Consent Process

A sample Informed Consent Document consisting of a Volunteer Information
Sheet and a Consent Form is provided by the sponsor to the CRC. This
document needs to be made site-specific and translated (if necessary), submitted
and approved by the IEC/ERB before it can be used at the CRC.

Volunteer Information Sheet
A qualified member of the study staff will obtain informed consent by reviewing
the Volunteer Information Sheet.

The following study specific elements are included:
1. That it is unknown whether or not the vaccine(s) will protect against HIV
infection or disease

2. That it may be possible that the vaccinated volunteer will develop antibodies
against HIV following vaccination, which may produce a positive result in a
routine HIV Antibody Test, and that provisions have been made to distinguish
between response to vaccine and HIV infection during and after the study.
The positive result may return to negative after some time or it may remain
positive for a long period of time, possibly several years. In case the
volunteer has a positive result in a routine HIV Antibody Test, he/she will be
followed after the study is over.

3. That volunteers of childbearing potential should use a reliable form of
contraception from screening throughout the vaccination period and until 4
months after the last vaccination

4. That placebo will be administered in this study and volunteer may receive
placebo throughout the vaccination period
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5. Potential risks and side effects of vaccination
Consent Form

Volunteers who give consent to participate in the study will do so on the basis of
appropriate information and with adequate time to consider this information and
ask questions. To confirm that the volunteer has understood the information
contained in the Volunteer Information Sheet, an Assessment of Informed
Consent Understanding (AOU) will be administered.

The volunteer's consent to participate must be obtained by him/her signing or
marking, and dating 2 copies of the informed consent form. The person
obtaining the consent will also sign. If the volunteer is functionally illiterate, the
complete Informed Consent Document (including the Volunteer information
Sheet) must be read to them in the language that they best understand in the
presence of an independent literate observer not affiliated with the study, who will
also sign and date the consent form as an impartial witness.

One copy of the signed/marked and dated Informed Consent Document must
remain at the CRC. The second copy of the signed and dated Informed Consent
Document will be offered to the volunteer to take home. Those volunteers who do
not wish to take a copy will be required to document that they declined to do so.

Family members, sexual partner(s) or spouse(s) will be offered education and
counselling regarding a volunteer’s participation in the study ONLY if the
participating volunteer has given their written consent.

7.2 Medical History and Physical Examination

At screening, a comprehensive medical history will be collected including details
of any previous vaccinations and reaction to vaccinations, history of sexually
transmitted diseases and contraceptive practices. At future visits, an interim
medical history since the previous visit will be collected.

A general physical examination includes an examination of skin, respiratory,
cardiovascular and abdominal systems and an assessment of cervical and
axillary lymph nodes.

A symptom-directed physical examination includes any further examination
indicated by history or observation.

Measurement of height and weight and the recording of vital signs (pulse,
respiratory rate, blood pressure and temperature) will be performed at time points
according to the Schedule of Procedures (Appendices A, B and C).

7.3 HIV Risk Assessment, HIV Testing and HIV-test Counselling

At screening, study staff will assess volunteers for past and current risk of HIV
infection to determine eligibility for the study. In addition, HIV risk assessment
will be performed at time points according to the Schedule of Procedure

IAVI Protocol B002 Version: 4.0 Page 32 of 95
Date: 3 Aug 2010



CONFIDENTIAL

(Appendices A, B and C) to measure any changes in HIV risk behaviour that may
occur during the course of the study.

Additionally, study staff will perform pre-HIV test counselling (prior to collecting
blood for an HIV test) and post-HIV test counselling (when HIV test results are
available) at time points according to the Schedule of Procedures (Appendices A,
B and C). For more information on HIV testing and HIV-test counselling, see
Section 11.

7.4 HIV Risk Reduction Counselling

Study staff will provide individual HIV risk reduction counselling, including free
condoms, at every visit. The procedures for risk reduction counselling will be
detailed in site-specific SOPs.

7.5 Family Planning Counselling

Study staff will counsel volunteers about the importance of preventing
pregnancies and use of condoms as well as other effective family planning
methods. Condoms will be provided. Volunteers will be referred for family
planning services either on-site or at a family planning clinic if a contraceptive
prescription is required.

The family planning counselling will be performed at time points according to the
Schedule of Procedures (Appendices A, B and C).

7.6 Specimens

For the first 10 volunteers screened at each centre, up to 86 mL of blood will be
collected at the Screening Visit. 36mL is required for screening and eligibility
tests, while the remaining 50mL is needed to evaluate PBMC collection and
processing protocols for this study. For the remaining volunteers, up to 36 mL of
blood will be collected at the Screening Visit. Up to 110 mL of blood will be
collected at each later visit, usually from the antecubital fossa, according to the
Schedule of Procedures (Appendices A, B and C).

All safety tests and HIV diagnostic tests will be performed at the CRC
laboratories with the exception of PCR for confirmatory HIV testing which will be
done by Contract Laboratory Services (CLS), South Africa. The Ad35
neutralization antibody assay will be conducted at the Kenya AIDS Vaccine
Initiative (KAVI) Laboratory, Nairobi, or the IAVI Human Immunology Laboratory.
All other immunology testing will be conducted at the CRCs, IAVI Human
Immunology Laboratory and GSK laboratory, according to the Schedule of
Procedures (Appendices A, B and C) and as indicated in section 9.2. Details of
the assays and procedures will be described in the Laboratory Analytical Plan.

All specimens will be handled according to the procedures specified in the Study
Operations Manual (SOM) and Laboratory Analytical Plan (LAP).

In the event of an abnormal laboratory value, volunteers may be asked to have
an additional sample collected at the discretion of the principal investigator or
designee.
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7.7 Reimbursement

Volunteers will be reimbursed for their time, effort and for costs to cover their
travel expenses to the CRC and inconvenience caused due to study
participation. Reimbursement will be made after the completion of each study
visit. Site-specific reimbursement amounts will be documented in the site-
specific Volunteer Information Sheet approved by the Ethics Committee.

7.8 Randomization and Blinding

Volunteers will be identified by a unique volunteer identification number.

The randomization schedule will be prepared by the statisticians at the Data
Coordinating Centre (DCC) prior to the start of the study. Volunteers will be
automatically assigned a specific allocation number. An unblinding list will be
provided to the CRC by the DCC. Volunteers will be randomly assigned to one of
four groups (A-D).

This study is a double-blinded clinical trial. For all groups, study staff (with the
exception of the pharmacist) and volunteers will be blinded to the allocation of
active vaccine or placebo within each group. In Groups A and B, study staff (with
the exception of the pharmacist) and volunteers will be blinded with respect to
volunteer assignment between adjuvant groups A vs. B. There will be no blinding
between group schedules A/B, C and D. Volunteers in Groups C or D will know
their specific group assignment and will only be blinded with respect to receipt of
vaccine or placebo.

Volunteers will be informed about their group assignment once the database is
locked. If the study volunteer is unblinded and becomes aware of treatment
group assignment during the study, further administration of the Investigational
Product (vaccine or placebo) will be discontinued. The study volunteer will be
followed up until the end of the study according to Schedule of Procedures
(Appendices A, B and C).

7.9 Unblinding Procedure for Individual Volunteers

Unblinding of an individual volunteer is indicated only in the event of a medical
emergency in which the clinical management/medical treatment of the volunteer
would be altered by knowledge of the group assignment.

The unblinded information will be restricted to only a small group of individuals
involved in clinical management/medical treatment of the volunteer (e.g., treating
physician) and the blind will be maintained for those individuals responsible for
the study assessments

The reasons for unblinding should be documented and the Data Coordinating
Centre should be notified. The procedures and contact numbers for unblinding
are outlined in the SOM.

7.10 Referral to Long Term Follow-Up Study

To assess the long-term safety of the Investigational Product, all study volunteers
will be offered participation in a long-term follow-up study with health
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assessments, including HIV testing. It is possible that blood will also be collected
to assess the persistence of the immune response to the vaccine. Separate
informed consent will be obtained for the Long-Term Follow-Up study.

Social Impact Assessment

A social impact questionnaire will be administered at time points indicated in the
Schedule of Procedures (Appendices A, B and C) to assess the impact of trial
participation on the volunteer’s daily life..

INVESTIGATIONAL PRODUCT

Description

8.1.1 F4co/AS01

F4co/AS01 HIV candidate vaccine is composed of 10 ug of F4co, a lyophilized
recombinant protein, and a GSK Biologicals’ proprietary liquid adjuvant system
belonging to the AS01 family. The AS01 adjuvant system is used to reconstitute
the lyophilized antigen immediately prior to injection.

F4co is a fusion protein that comprises 4 HIV-1-derived antigens (p24-RT-Nef-
p17):

e p24, a viral capsid protein coded by the gag gene

o RT (reverse transcriptase), a viral enzyme responsible for
transcribing the viral RNA into double-stranded DNA. This enzyme
was mutated in one amino acid (Tryptophan 229 substituted by
Lysine) to remove the RT polymerase activity. This protein is
coded by the pol gene

¢ Nef, a regulatory protein coded by an open-reading-frame (ORF)
that flanks the env gene. Nef as part of the F4 construct shows
absence of biological activity.

e p17, a viral matrix protein coded by the gag gene.

The AS01 adjuvant system family is composed of immunostimulants,
STIMULON® QS-21 (a triterpene glycoside purified from the bark of Quillaja
saponaria) and MPL® (3-D Monophosphoryl lipid A), with liposomes as vehicles
for these immunostimulants.

There are two formulations in the AS01 family, AS01g adjuvant system and
ASO01g adjuvant system. AS01g contains half the quantity of immunostimulants of
ASO01g. The HIV candidate vaccine is named either F4co/AS01g or F4co/AS01g,
depending on the AS01 formulation being used.

F4co protein is supplied as a freeze-dried pellet in a 3 mL clear glass vial, closed
with a grey rubber stopper and sealed with a central tear-off aluminum cap. Each
vial contains one human dose of antigen corresponding to 10 ug of F4co. The
ASO01 adjuvant is an opalescent colorless liquid. Each 3 mL glass vial contains a
single dose of adjuvant, e.g., at least 0.5 mL of AS01.
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8.1.2 Ad35-GRIN

Ad35-GRIN is a recombinant replication-defective adenovirus serotype 35 and
contains HIV-1 subtype A gag, reverse transcriptase, integrase, and nef genes
(abbreviated as GRIN). The genes were designed as a fusion product, and
codon optimized for human cell expression and translation. Mutations were
introduced into the sequence to abrogate functional activity.

The vaccine is supplied as a frozen sterile solution in a 4-mL vial with a butyl
stopper and aluminum seal. Each vial contains 0.725 mL of vaccine. The volume
of administration is 1.0 mL, which will deliver a final dosage of 2x10'° vp per
dose. In order to administer 1.0mL, two vials will be used for each administration.
The entire volume from the first vial will be drawn up and sufficient volume from
the second vial to make 1.0 ml will be drawn into a single syringe and
administered. The dose of the vaccine is expressed as a total virus particle (vp)
count measured by HPLC. The vaccine is prepared in formulation buffer
composed of Tris 10 mM pH 8.5, Sucrose 342.3 g/L, 1mM MgCl,, Tween80 54
mg/L and 150mM NaCl in water for injection.

8.1.3 Placebo
The associated placebo is Saline (NaCl 0.9%), produced and released by GSK
Biologicals.

The summary of the Investigational Product is shown in Table 2.

Table 2
Formulation of Investigational Product
Vaccine/Placebo | Dosage Level | Total Volume | Total Volume Route of
in Vial (mL) to be injected | Administration
(mL)

F4co/ASO01e 10 ug At least 0.5 mL 0.5 mL IM
F4co/AS01g 10 ug At least 0.5 mL 0.5 mL M
Ad35-GRIN 2x10' vp 0.725 mL 1.0 mL. (using VY

2 vials)
Saline NA 0.7 mL 0.5mL M
Saline for 1.0 mL (using M

blinding with NA 0.7mL ' 2 vials)

Ad35-GRIN

IM = Intramuscular

8.2 Shipment and Storage

Authorization to ship the Investigational Product to the CRC will be provided in
writing by the sponsor, upon confirmation that all required critical documents for
shipment authorization are completed. The Investigational Product will be
shipped to the CRCs according to the required storage conditions.

F4co vaccine, ASO1e & ASO1;g adjuvants, Placebo vials are stored at +2° to +8°C
and Ad35-GRIN is stored at -70°C or below as recommended by the
manufacturer. Each of the above drug products is identified by unique lot
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numbers. Vials are labelled under Good Manufacturing Practice (GMP) in order
to support a double-blinded trial and will be in compliance with regulatory
requirements. Separate boxes containing each of the drug products, namelyF4co
vaccine, ASO1g adjuvant, AS01g adjuvant, Placebo vials and Ad35-GRIN vaccine
will be packaged in separate cartons and shipped appropriately to the CRCs for
use.

8.3 Dispensing and Handling
The Investigational Product will be dispensed as specified in the SOM.
Designated study staff will ensure that the assignment matches the allocation
number assigned to the volunteer.

8.4 Administration
Investigational Product will be administered at time points according to the
Schedule of Procedures (Appendices A, B and C).
The preferred site of first intramuscular administration is the deltoid muscle of the
non-dominant arm (for example, injection in the left arm if volunteer uses mainly
right arm). In the co-administration group, the two vaccines will be given 2-4 cm
apart intramuscularly preferably in the deltoid muscle of the non-dominant arm. It
is suggested that the same arm is used for each vaccination.
Further information on the administration of the Investigational Product is
supplied in the SOM.

8.5 Accountability and Disposal
In case of any temperature deviation for F4co, AS01g, AS01e or NaCl, official
written approval for the use of vaccine must be obtained from GSK via the
Sponsor. In case of any temperature deviation for Ad-35-GRIN, official written
approval for the use of vaccine must be obtained from the Sponsor.
All used vials will be returned to the Investigational Product dispenser or
pharmacy at the end of each vaccination visit. The date, vial allocation number
and location of storage of the returned vials will be recorded.
During the study, the Investigational Product accountability form, the dispensing
log and the log of returned vials will be kept and monitored.
At the end of the study, the used and unused vials will be handled according to
instructions of Sponsor. Further information on Accountability and Disposal is
supplied in the SOM.

9.0 ASSESSMENTS

9.1 Safety Assessments
Data on local and systemic solicited adverse events will be collected by
structured interview, using specific questions. Data on other adverse events will
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be collected with an open-ended question. All data will be recorded on the
appropriate source documents.

The local and systemic solicited adverse events will be collected and the vital
signs will be measured by study staff prior to vaccination and at least 30 minutes
post-vaccination as specified in the Schedule of Procedures (Appendices A, B
and C)

9.1.1 Local solicited adverse events

The presence of local solicited adverse events will be assessed at the
time points specified in the Schedule of Procedures (Appendices A, B and
C).

Local solicited adverse events (pain, tenderness, erythema/skin
discoloration, induration, oedema) will be assessed and graded using the
Appendix D, Adverse Event Severity Assessment Table as a guideline.

9.1.2 Systemic solicited adverse events

The presence of systemic solicited adverse events will be assessed at the
time points specified in the Schedule of Procedures (Appendices A, B and
C).

Fever, chills, headache, malaise, sweating, fatigue, myalgia, arthralgia,
nausea, vomiting, diarrhoea and abdominal pain, will be assessed and
graded using the Appendix D, Adverse Event Severity Assessment Table
as a guideline.

9.1.3 Vital Signs

At the vaccination visits, vital signs (pulse, respiratory rate, blood
pressure and temperature) will be measured by study staff prior to
vaccination and at least 30 minutes post-vaccination.

For the other study visits vital signs will be assessed at the time points
specified in the Schedule of Procedures (Appendices A, B and C).

9.1.4 Other adverse events

Occurrence of other adverse events, including autoimmune disease and
connective tissue disorders (including Serious Adverse Events) will be
collected following an open question to volunteers on the time points
according to the Schedule of Procedures (Appendices A, B and C). The
adverse events will be graded using the Appendix D, Adverse Event
Severity Assessment Table as a guideline.

For more information regarding adverse events refer to Section 10.0,
Adverse Events.
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Concomitant Medications

During the study, information regarding concomitant medications and
reasons for their use will be solicited from the study volunteers at each
visit and recorded.

Concomitant receipt of Investigational Products, including other HIV
vaccines is prohibited during the study.

If clinically indicated, non-live vaccines (non-HIV) and immunoglobulin
may be given up to 14 days before study vaccination(s) or after post-
vaccination blood draw (i.e., 14 days or more after any study
vaccinations).

Live-attenuated vaccines (non-HIV) may be given 60 days before study
vaccination(s) or 60 days after the post-vaccination blood draw (live
attenuated flu vaccine may be given within 14 days before study
vaccination(s) or after the 14-day post-vaccination blood draw). However,
the study vaccination(s) should not be given if there are any continuing
symptoms from recently administered non-HIV vaccines. In this situation,
the CRC investigator should consult with IAVI Medical Monitor before
administering the next study vaccination.

If the use of a short tapering (<2 weeks) course of oral corticosteroids is
required, the study vaccinations may be continued after a 4 week
washout period provided that the medical condition requiring this therapy
has resolved completely and in the opinion of both the CRC investigator
and IAVI Medical Monitor the continuation of the study vaccinations will
not jeopardize the safety of the volunteer. Volunteers requiring chronic (>
2 weeks) or long term therapy will not receive any further vaccinations but
will continue with follow-up visits until the end of the study.

Routine laboratory parameters

Table 3 shows the laboratory parameters that will be measured routinely.
These will include haematology, clinical chemistry, immunological assays
and urinalysis. The samples for these tests will be collected at the time

points indicated in the Schedule of Procedures (Appendices A, B and C).

Table 3
Laboratory Parameters

Laboratory Parameter Test

Haematology

Full blood count (haemoglobin, haematocrit, erythrocytes, leucocytes,
platelets).

Differential count, absolute neutrophil count, absolute lymphocyte
count

Clinical Chemistry

Liver function tests: aspartate transferase (AST), alanine transferase
(ALT), total and direct bilirubin.
Kidney function: creatinine
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Immunology

CD4+ and CD8+ T cells (absolute count)

Urinalysis

Dipstick test for protein, blood glucose, ketones, esterase
(leukocytes), nitrite. If abnormalities (blood, protein, leucocytes) are
found on dipstick test then further test will be performed (e.g.,
microscopy, culture)

9.1.7 Specific screening tests:

Volunteers will be screened to exclude the following diseases:

e Hepatitis B: positive for hepatitis B surface antigen (HBsAg)

o Hepatitis C: positive for hepatitis C antibodies (HCV antibodies)

e Syphilis: confirmed diagnosis of active syphilis (RPR and TPHA or
equivalent)

e Tuberculosis: In volunteers presenting with productive cough of
more than 15 days duration, a chest x-ray and sputum examination
for Acid Fast Bacilli will be performed to rule out active tuberculosis

Volunteers will also be screened and excluded for the following:

e Seropositivity for Ad35-specific neutralizing antibody

9.2 Immunogenicity Assessments

9.21

9.2.2

Antibody Responses

Antibodies against vaccine encoded HIV proteins will be measured
according to time points indicated on the Schedule of Procedures
(Appendices A, B and C). Further antibody testing such as avidity or other
functional antibody assays will be conducted if warranted.

Samples for neutralizing antibodies against the Ad35 vector will be taken
at time points as indicated in the Schedule of Procedures (Appendices A,
B and C).

Cellular Responses

Assays will be performed according to the IAVI Human Immunology
laboratory and GSK SOPs as specified in the LAP Standard reagents will
be used.

Immunogenicity assays, including ELISPOT and intracellular cytokine
staining (ICS) assays for monitoring the number of circulating T cells that
can be stimulated to produce cytokines, will be performed at time points
indicated in the Schedule of Procedure (Appendices A, B and C), using
peptide pools and/or proteins representing all or a portion of the vaccine
encoded (GRIN and F4Co) antigen(s). Where feasible, ELISPOT assays
will be performed on site using fresh or cryopreserved PBMC.

Pending the results of the secondary immunogenicity assays (ELISPOT
and ICS), further exploratory studies may be carried out to look at the
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breadth of the response via epitope mapping using vaccine matched
peptides and cross-reactive epitopes using peptides from different HIV-
subtypes. Vaccine induced T cell responses may be further
characterized for HLA restriction and additional markers on the
responding cells, such as markers for memory, activation, function or
markers for homing to mucosal tissues. The ability of PBMC to restrict the
growth of HIV in vitro may be examined using a Virus Inhibition Assay.
The analytical plan for the immunology studies will be developed between
IAVI, GSK and the CRC teams and an algorithm will be applied to
determine which samples and time points are prioritized for exploratory
assays.

PBMC, Serum and Plasma Storage

Samples of cryopreserved PBMC, plasma and serum will be taken at time
points as indicated in the Schedule of Procedures (Appendices A, B and
C) for purposes of standardisation, quality control and for future assays
related to HIV vaccine research and development. These samples will be
archived and only the volunteer identification number will identify the
samples.

For the immunogenicity assessments, the laboratory personnel will be
trained as necessary by the sponsor and provided with a written
procedure manual. The sponsor will also provide specific instructions on
reagents.

The samples described in 9.2.2 and 9.2.3 will be shipped routinely from
each CRC to the IAVI Human Immunology Laboratory and the GSK
laboratory as indicated in the Schedule of Procedures (Appendices A, B
and C). The immunological testing will be performed at the CRCs, IAVI
Human Immunology Laboratory and the GSK laboratory in accordance
with organization standard SOPs and standard reagents.

9.3 Other Assessments

9.3.1 HLA (Human Leukocyte Antigen) Typing
Samples for HLA typing will be collected at the single time point indicated
in the Schedule of Procedures (Appendices A, B and C).
HLA typing will be performed on samples that are selected for epitope
mapping, VIA assays or other assay where the HLA type will inform the
testing or interpretation of results.

9.3.2 HIV test
Samples will be tested at the time points indicated in the Schedule of
Procedures (Appendices A, B and C). Further information is specified in
Section 11.1 HIV Testing.
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9.3.3 Pregnancy Test

A urine pregnancy test for all female volunteers will be performed by
measurement of Human Chorionic Gonadotrophin (BhCG) at the time
points indicated in the Schedule of Procedures (Appendices A, B and C).

The results of the pregnancy test must be negative prior to vaccination.

9.3.4 Ophthalmic Examination

The eye examination will be performed prior to the first vaccination and
within one month of the final study visit in 100% of the volunteers enrolled
in 2 centres (approximately 50% of enrolled volunteers). The purpose of
this is to assess the effects of the investigational vaccine on structures
and tissues of the eye, including lens opacities. The eye examination will
be performed according to procedures detailed in the SOM.

ADVERSE EVENTS

Definition

An adverse event (AE) is any untoward medical occurrence in a volunteer
administered Investigational Product and which does not necessarily have a
causal relationship with the Investigational Product. An AE can therefore be any
unfavourable or unintended sign (including an abnormal laboratory finding),
symptom, or disease, temporally associated with the use of the Investigational
Product whether or not related to the Investigational Product.

Assessment of Severity of Adverse Events

Assessment of severity of all AEs is ultimately the responsibility of the principal
investigator.

The following general criteria should be used in assessing adverse events as

Grade 1, 2, 3, or 4 if not identified elsewhere in the Adverse Event Severity

Assessment Table (Appendix D).

o Grade 1: Symptoms causing no or minimal interference with usual social &
functional activities;

e Grade 2: Symptoms causing greater than minimal interference with usual
social & functional activities;

o Grade 3: Symptoms causing inability to perform usual social & functional
activities;

o Grade 4: Symptoms causing inability to perform basic self-care functions OR
Medical or operative intervention indicated to prevent permanent impairment,
persistent disability, or death

Guidelines for assessing the severity of specific adverse events and laboratory
abnormalities are listed in Appendix D, Adverse Event Severity Assessment
Table.
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10.3 Relationship to Investigational Product

The relationship of an (S)AE is assessed and determined by the Principal
Investigator or designee. All medically indicated and available diagnostic
methods (e.g., lab, blood smear, culture, X-ray, etc.) should be used to assess
the nature and cause of the AE/SAE. Best clinical and scientific judgment should
be used to assess relationship of AE/SAEs to the Investigational Product and/or
other cause.

The following should be considered for the assessment of relationship of adverse
events to the investigational Product:

o Presence/absence of a clear temporal (time) sequence between
administration of the Investigational Product and the onset of AE/SAE

o Presence/absence of another cause that could more likely explain the
AE/SAE (concurrent disease, concomitant medication, environmental or toxic
factors, etc.)

o Whether or not the AE/SAE follows a known response pattern associated
with the investigational Product

The relationship assessment should be reported as one of the following:

Not Related: clearly explained by another cause (concurrent disease,
concomitant medication, environmental or toxic factors, etc.).

Unlikely: more likely explained by another cause (concurrent disease,
concomitant medication, environmental or toxic factors, etc.).

Possibly: equally likely explained by another cause but the possibility of the
Investigational Product relationship cannot be ruled out (e.g., reasonably well
temporally related and/or follows a known Investigational Product response
pattern but equally well explained by another cause).

Probably: more likely explained by the Investigational Product (e.g., reasonably
well temporally related and/or follows a known Investigational Product response
pattern and less likely explained by another cause).

Definitely: clearly related and most likely explained by the Investigational
Product

For the purpose of expedited safety reporting, all possibly, probably or definitely
related SAEs are considered Investigational Product related SAEs.

10.4 Serious Adverse Events

An adverse event is reported as a "Serious Adverse Event" if it meets any the
following criteria (as per ICH GCP Guidelines):

e Results in death

o |s life threatening
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Results in persistent or significant disability/incapacity.

Requires in-patient hospitalization or prolongs existing hospitalization.

Is a congenital anomaly/birth defect or spontaneous abortion.

Any other important medical condition that requires medical or surgical
intervention to prevent permanent impairment of a body function or structure.

Serious Adverse Events (SAEs) should be reported to IAVI within 24 hours of the
CRC becoming aware of the event. All SAEs should be reported using the
designated SAE Report Form and sent to the sponsor according to SAE
Reporting Guidelines (see SOM).

To discuss Investigational Product related SAEs or any urgent medical questions
related to the SAE, the CRC investigator should contact one of the IAVI medical
monitors directly (see the Contact List).

The IAVI SAE Report Form should be completed with all the available
information at the time of reporting. The minimum data required in reporting an
SAE are the volunteer identification number, date of birth, gender, event
description (in as much detail as is known at the time), onset date of event (if
available), reason event is classified as Serious, reporting source (name of
principal investigator or designee), relationship assessment to the Investigational
Product by the investigator.

The Principal Investigator or designee is required to write a detailed written report
with follow up until resolution or until it is judged by the principal investigator or
designee to have stabilized.

The Principal Investigator or designee must notify the local IRB/IEC of all SAEs
as appropriate. In case of Investigational Product related SAEs, the sponsor will
ensure the local regulatory authorities are notified as well as the Safety Review
Board (SRB), and other research centres where the same Investigational Product
is being tested.

More details on SAE definitions and reporting requirements are provided in the
SAE Reporting Guidelines (see SOM).

10.5 Clinical Management of Adverse Events

Adverse events (AEs) will be managed by the clinical study team who will assess
and treat the volunteer as appropriate, including referral. If any
treatment/medical care is required as a result of the harm caused by the
Investigational Product or study procedures, this care will be provided free of
charge.

If a volunteer has an adverse event and/or abnormal laboratory value that is
known at the time of study vaccination(s), the specifications of Section 12.0 will
be followed.

Volunteers will be followed until the adverse event resolves or stabilizes or up to
the end of the study, whichever comes last. If at the end of the study, an adverse
event (including clinically significant lab abnormality) that is considered possibly,
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probably or definitely related to the Investigational Product is unresolved, follow-
up will continue until resolution if possible and the volunteer will be referred.

Pregnancy

Although not considered an adverse event, if a female volunteer becomes
pregnant during the study, it is the responsibility of the Principal Investigator or
designee to report the pregnancy promptly to IAVI using the designated forms.
However, serious complications of pregnancy that meet SAE criteria specified in
the Section 10.4 of this Protocol (e.g., eclampsia, spontaneous abortion, etc.)
should be reported as SAEs. If a female volunteer becomes pregnant during the
study, vaccinations will be discontinued and the volunteer followed for safety until
the end of pregnancy or study completion, whichever occurs last. Approximately
2-4 weeks after delivery, the baby will be examined by a physician to assess its
health status and the results will be reported to 1AVI.

Intercurrent HIV Infection

HIV infection cannot be caused by the Investigational Product. If a volunteer is
found to be HIV-infected through exposure in the community, study vaccinations
must be discontinued and the volunteer followed according to procedures
described in Section 12.2.

Intercurrent HIV infection in study volunteers, although not considered an SAE
must be reported promptly to IAVI using the designated forms. IAVI will report
intercurrent HIV infections using the same procedure as SAE reporting. Serious
medical conditions associated with the HIV infection that meet SAE criteria
specified in the Section 10.4 of this Protocol (e.g. sepsis, pneumonia, etc.)
should be reported as SAEs using the SAE Report Form.

Serious Event Prior to Investigational Product Administration

If a serious event occurs in the period between the volunteer signing the
Informed Consent Form and receiving their first study injection, the event will be
reported using the SAE form and following the same procedures for SAE
reporting as indicated in Section 10.4. The type of event will be indicated by
using the relevant checkbox on the SAE form.

MANAGEMENT OF HIV ISSUES DURING AND FOLLOWING
STUDY

HIV Testing

Volunteers will be tested for HIV-1 and HIV-2 antibodies as indicated in the
Schedule of Procedures (Appendices A, B and C) or as needed, if medical or
social circumstances arise.

If the routine post-vaccination HIV Antibody test is positive, a predetermined
algorithm will be followed to distinguish between an immune response to the
vaccine from an HIV infection through exposure in the community.
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To prevent unblinding of the volunteer and study staff, results will be reported to
the CRC as “HIV-infected” or “Not infected with HIV-1 or HIV-2".

If a volunteer is found to be HIV-infected, a newly drawn blood specimen will be
collected for confirmation.

Volunteers who have a positive HIV-antibody test(s) as a result of vaccine-
induced HIV antibodies rather than a true HIV infection (false positive HIV test)
will have their test result reported as “Not infected with HIV-1 or HIV-2” (to
prevent unblinding of volunteer and staff) and will be followed up until the test
becomes negative. At the end of the study these volunteers will be informed of
the false-positive test result and offered continued follow-up.

Should a volunteer require an HIV test outside the study for personal reasons, it
is recommended that the volunteer contact the study staff first. The HIV test can
be drawn at the CRC and then processed at an independent laboratory as
above. Written evidence of HIV status (HIV-infected or HIV-uninfected) will be
provided upon request.

All volunteers will receive HIV risk reduction counselling and pre-HIV-test and
post-HIV-test counselling as specified in Section 11.3.2.

11.2 Social Discrimination as a Result of an Antibody Response to Vaccine

The aim is to minimize the possibility of social discrimination in volunteers (if any)
who develop vaccine-induced HIV antibodies and test positive on a diagnostic
HIV antibody test. Appropriate diagnostic HIV testing and certification will be
provided both during and after the study as needed. In addition, the CRCs will
have the option of offering the volunteer a card stating that he/she participates in
a research study.

11.3 HIVinfection

Volunteers who are found to be HIV infected at screening and volunteers
who acquire HIV infection during the study will be provided the following:

11.3.1 Counselling

The volunteer will be counselled by the study counsellors. The
counselling process will assist the volunteer with the following issues:
e Psychological and social implications of HIV infection

¢ Who to inform and what to say

¢ Implications for sexual partners

¢ Implications for child-bearing

¢ Avoidance of transmission to others in future

11.3.2 Referral for Support and/or Care

Volunteers will be referred to a patient support centre or institution of
his/her choice for a full discussion of the clinical aspects of HIV infection.
Referral will be made to a designated physician or centre for discussion of
options of treatment of HIV-infection.
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For those individuals who become HIV infected after enrolment in the
study, antiretroviral therapy will be provided when clinically indicated
according to accepted treatment guidelines. According to IAVI’s
Treatment and Care Guidelines, antiretroviral therapy will be provided at
no charge for up to 5 years after treatment is initiated, if not available free
of charge elsewhere.

Volunteers who acquire HIV infection during the study, despite
counselling, will complete the Early Termination visit as detailed in the
Schedule of Procedures (Appendices A, B and C) and then be referred to
IAVI Protocol H, a separate research protocol for follow-up of HIV infected
volunteers with clinical, laboratory and immunology assessments.

HIV-infected pregnant women will be referred for prenatal care and to a
program for the Prevention of Mother to Child Transmission (PMTCT). A
volunteer who becomes pregnant will be followed according to the
timeline as specified in Section 10.6

12.0 DISCONTINUATION OF VACCINATIONS AND/OR
WITHDRAWAL FROM STUDY
12.1 Discontinuation of Vaccinations
Any volunteer discontinuing from further vaccinations or being considered for
discontinuation of vaccinations will be discussed with the sponsor. Volunteers
will be discontinued from further vaccination for any of the following reasons:
1. Pregnancy
2. Intercurrent HIV Infection
3. Use of systemic corticosteroids, immunosuppressive, antiviral, anticancer,
antituberculosis or other medications considered significant by the
investigator
4. A disease or condition or an adverse event that may develop, regardless of
relationship to the Investigational Product, if the principal investigator or
designee is of the opinion that further study vaccinations will jeopardize the
safety of the volunteer
5. Any of the following current abnormal laboratory parameters which are known
at the time of vaccination:
Haematology
o Haemoglobin <9.0 g/dL or <1.40 mmol/L
o Abgsolute Neutrophil Count (ANC): < 1000/mm3 or < 1.0 x
10°/L
. Abgsolute Lymphocyte Count (ALC): <500/mm3 or < 0.5 x
10°/L
e Platelets: < 90,000 = 550,000/mm3 or < 90 x 10° = 550 x 10°%/L
Chemistry
e Creatinine: >1.4 x ULN
e AST: >3.0x ULN
ALT: >3.0 x ULN
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Urinalysis: Dipstick 3+ confirmed by microscopy for
e Protein
e Blood (not due to menses)
e |Leukocytes

6. Receipt of live attenuated vaccine within the previous 60 days (live
attenuated flu vaccine within 14 days) or planned receipt within 60 days
after vaccination with Investigational Product or receipt of other vaccine
within the previous 14 days or planned receipt within 14 days after
vaccination with Investigational Product

7. A Grade 4 local reactogenicity event (as per Appendix D) involving the
injected arm

8. Anaphylaxis; bronchospasm; laryngeal oedema; convulsions or
encephalopathy following study vaccinations.

9. Life threatening adverse event following study vaccinations unless not

related to the Investigational Product and fully resolved.

10. Any immediate hypersensitivity reaction judged to be related to
the Investigational Product, if the principal investigator or designee is of
the opinion that further study vaccinations will jeopardize the safety of the
volunteer

11. Volunteer requests to discontinue further vaccination.

12. Participating in another clinical study of an Investigational Product

12.2 Follow Up After Discontinuation of Further Vaccinations

Volunteers, in whom study vaccinations are discontinued due to adverse events,
will be followed until the adverse event resolves or stabilizes or up to the end of
the study, whichever comes last. These volunteers will not be replaced.

Follow-up of pregnant volunteers will be done as specified in Section 10.6.

12.3 Withdrawal from the Study (Early Termination)
Volunteers may be withdrawn from the study permanently for the following

reasons:
1. Volunteers may withdraw from the study at any time if they wish, for any
reason.

2. The principal investigator or designee has reason to believe that the
volunteer is not complying with the protocol.
3. If the sponsor decides to terminate or suspend the study.

If the volunteer withdraws from the study, all early termination visit procedures
will be performed according to the Schedule of Procedures (Appendices A, B and
C) where possible. Every effort will be made to determine and document the
reason for withdrawal from the study.
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DATA HANDLING

Data Collection and Record Keeping at the Clinical Research Centre

Data Collection: All study data will be collected by the clinical study staff using
designated source documents and entered onto the appropriate case report
forms (CRFs). CRFs will be provided by IAVI and should be handled in
accordance with the instructions from IAVI. All study data must be verifiable to
the source documentation. A file will be held for each volunteer at the clinic(s)
containing all the source documents. Source documentation will be available for
review to ensure that the collected data are consistent with the CRFs.

All CRFs and laboratory reports will be reviewed by the clinical team, who will
ensure that they are accurate and complete.

Source documents and other supporting documents will be kept in a secure
location.

Standard GCP practices will be followed to ensure accurate, reliable and
consistent data collection.

Source documents include but are not limited to:

¢ Signed Informed Consent Documents

o Dates of visits including dates of vaccinations

o Documentation of any existing conditions or past conditions relevant to
eligibility

Reported laboratory results

All adverse events

Concomitant medications

Local and systemic reactogenicity events

Data Collection and Transfer at the Human Immunology Laboratory

Immunogenicity data generated at the CRCs, IAVI Human Immunology and GSK
Laboratories will be entered or transferred into the Laboratory Information
Management System (LIMS) and then transferred directly to the DCC by the
designated party according to the Laboratory Analytical Plan (LAP).
Immunogenicity data generated by GSK Laboratories will be transferred directly
to the DCC in a suitable format

Data Entry at the Clinical Research Centre

The data collected at the CRC will be entered onto the CRFs by the study staff.
To provide for real time assessment of safety, data should be entered as soon as
reasonably feasible (e.g., within one week) after a visit. Immunogenicity results
will be transferred within 2 weeks after the assay is performed.

Data Analysis

The data analysis plan will be developed and agreed upon by the sponsor, GSK
and the Principal Investigators. The statistician at the Data Coordinating Centre
in collaboration with the Principal Investigator and the Sponsor will create tables
according to this data analysis plan.
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The DCC will conduct the data analysis and will provide interim and final study
reports to the sponsor who will share the report with GSK, the principal
investigators, the SRB and the regulatory authorities as appropriate.

14.0 STATISTICAL CONSIDERATIONS

14.1 Sample Size

A total of 140 volunteers (28 vaccine/7 placebo per group) will be entered into
each of the 4 groups scheduled to receive F4co (formulated in ASO1g or ASO1g,
vaccine or placebo and Ad35-GRIN vaccine or placebo.

14.2 Statistical Power and Analysis

The small sample size is appropriate for an exploratory study of a novel product
while safety, tolerability and immunogenicity of the vaccine combinations are
investigated.

For safety and immunogenicity analyses, the placebo recipients from Groups A,
and B will be combined.. However, for analyses where the schedule is not
expected to have an impact, all placebo groups will be pooled together.

14.2.1 Safety and Tolerability

The rate of local and systemic reactogenicity will be used to assess the
safety of the Investigational Products and proposed schedules.

The rate of Serious Adverse Events related to the Investigational Product
will be used as one measure of the safety of the Investigational Products.
Adverse Events that may be temporarily incapacitating (for example, loss
or cancellation of work or social activities), which could make an
Investigational Product impractical for large scale use if they occur in
more than a small proportion of cases, will also be assessed.

All adverse events will be reported, grouped as to whether or not they
qualify as SAEs, their severity assessment, and their relationship to the
Investigational Product (as judged by the investigator).

The proportion of volunteers in each group who develop HIV infection will
be analyzed.

Power Considerations

For Grade 4 (very severe) adverse events related to Investigational
Product: if none of the volunteers receiving the combination of
Investigational Products experiences such reactions, the 2-sided 95%
upper confidence bound for the rate of these adverse events in the
population is 0.03 (n=112) and 0.12 (n=28), by the Clopper-Pearson
method.
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There is limited power for comparison of event rates between treatment
arms. For example, with 80% power, the minimum detectable differences
in event rates between the placebo (p) arm and the vaccine (v) arms are
50% (when n,=7, n,=28) and 28% (when ny,=14, n,=56), assuming a one-
percent incidence rate in the placebo arm (one-sided Fisher's exact test
with significance level of 0.05).

Planned Statistical Analyses:

Considering the low power available for group comparison and the
associated risk of false safety signal in the context of multiple exploratory
analyses, the analysis of safety events will be based on within-group
descriptive summaries for the incidence rate of each event. The
associated 95% confidence intervals for the incidence rate within each
group will also be provided.

Interim analyses of grouped data will be carried out without unblinding the
study to investigators or volunteers. At 1 month after the end of the
vaccination regimen and at the end of the study, an analysis will be
performed according to a pre-specified statistical analysis plan.

Vaccine Immunogenicity

Cellular immune responses will be analyzed using binomial methods to
examine for the presence or absence of HIV specific T-cell responses
quantified by ELISPOTand ICS. In addition, ICS magnitude will be
analyzed based on log-normal distribution assumptions.

The Geometric Mean Titer (GMT) of anti-HIV antibodies will be assessed
and the presence or absence of antibodies analyzed using binomial
methods.

Response Criteria for Immunogenicity Endpoints:

IFN-y ELISPOT: Responses are expressed as spot forming cells/million
(SFC/10°) PBMC. The GRIN peptides matching the Ad35 vaccine have
been qualified using 55 seronegative PBMC specimens. Positive
responses are defined as: 1) A Mock-subtracted response greater than
38 SFU/10° PBMC across all peptides 2) Mean replicate count >4x mean
Mock count 3) Coefficient of Variation among replicate counts <70% 4) At
least 3 replicates 5) Acceptance criteria for each sample comprises of the
following; the average background < 50 and a response to PHA must be
present. Peptides matched to the F4co vaccine will be qualified to
determine a similar cut-off for the IFN-y ELISPOT.

IL-2 ELISPOT: A cut-off for the IL-2 ELISPOT will be assessed after
qualifying the assay with GRIN and F4co peptides and/or F4co proteins.
Cut-offs based on pre-vaccination responses may also be used.

ICS: ICS data are expressed as antigen-specific CD4+ CD40L+T-cells
per million CD4+ T-cells or per hundred CD4+ T-cells (percentage). The
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frequency of antigen specific CD4+ CD40L+ T cells are calculated as the
difference between the frequency of CD4+ CD40L+ T cells expressing
immune markers (among IFN-y, IL-2 and TNF-a), upon in vitro stimulation
with the peptide pools minus the frequency of CD4+ CD40L+ T cells
expressing these immune markers upon in vitro stimulation with medium
only. Differences less or equal to zero are imputed to 1 antigen specific
immune marker expressing CD4+ CD40L+ T cell per 10° CD4+ T cells.
The Geometric Mean calculations are performed by taking the anti-log of
the mean of the log transformations. Frequency of CD4+ CD40L+ T-cells
expressing markers to the fusion protein F4co (all antigens) is estimated
by adding individual frequencies of CD4+ CD40L+ T-cells to each of the 4
antigens (p17, p24, Nef, RT). A responder is a subject with antigen-
specific CD4+ response greater than or equal to the cut-off value. The
cut-off will be chosen on the basis of pre-vaccination response for all
subjects, by examining percentiles (95th percentile) in response to the
different antigens.

Likewise ICS data are expressed as antigen-specific CD8+ T-cells per
million CD8+ T-cells or per hundred CD8+ T-cells (percentage).
Calculation of the frequencies of antigen specific CD8+ T cells and
definition of a responder are both based on the same rules as for the
antigen specific CD4+ T cells responses.

Anti-HIV antibody ELISA: IgG antibody responses to the fusion protein
F4co and to the p24, RT, p17 and Nef antigens are assessed using
standard ELISA techniques. A seropositive subject is a subject whose
titre is greater than or equal to the cut-off value. The cut-off values for
p17, p24, RT, Nef and F4co antibodies is 187 mEU/ml, 119 mEU/mI, 125
mEU/ml, 232 mEU/mI, and 42 mEU/ml, respectively. The seropositivity
rate is defined as the percentage of seropositive subjects. Geometric
Mean Concentrations (GMCs) are calculated by taking the anti-log of the
mean of the log value transformations. Antibody values below the cut-off
of the assay are given an arbitrary value of half the cut-off for the purpose
of GMC calculation.

Ad35 neutralization titre: Ad35 Neutralization titre is measured in
volunteers’ serum using a qualified cell based assay. In this assay target
A549 cells (human lung carcinoma) are infected with a pre-determined
amount of Luciferase-encoding Ad35 virus in the presence of serially
diluted volunteer’s serum. Luciferase activity is measured after 48h of
incubation and neutralization titre is inferred by plotting luciferase activity
over serum dilution (or titre). From this plot we measure the inhibitory
concentration at which 90% of the Ad35 infection is inhibited (EC90). If
EC90 is inferior to 1/16 serum dilution the volunteer is considered Ad35
neutralization negative. Volunteers for which EC90 is equal or greater
than 1/16 are considered positive.

Power Considerations

Contrast between vaccine and placebo groups: The study has at least
80% power (one-sided Fisher’s exact test, with =0.05) to detect a
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difference of 50%, 53% and 56% or more in the rate of positive responses
between an active group (n4=28) and the placebo group (n,=7), assuming
the rate of positive responses in the placebo group to be 1%, 5% and
10%, respectively.

Contrast between two active vaccine groups: The minimum detectable
difference between the two vaccine groups is 28%, with a=0.05 and 80%
power (two-sided Fisher’'s exact test), based on an assumption of 1%
positive response rate in one of the two groups. If the response rate in
one group was 10% and 20%, the minimum detectable difference would
be 35% and 39%, respectively (i.e., the corresponding response rates in
the other group would have to be 45% and 59%).

The criterion to be used for the demonstration of non-inferiority of the
immune response induced by F4co/AS01e compared to F4co/AS01g is
the following:

The upper limit of the 95 % CI for the ratio of the magnitude of the
CD4+ CD40L+ T cells expressing at least IL-2, between both
groups, at 2 weeks post second vaccination, is below 1.5.

Power considerations for the comparison of ASO1g to ASO1; are based
on the values observed for the number of CD4+ T cells expressing at
least IL-2 in GSK study PRO-HIV-005. A sample size of 27 subjects per
group will provide a power of 80% to either exclude a difference higher
than 1.5 fold between both adjuvants, assuming the same intensity for the
CD4 T cell expressing at least IL-2 (with a one-sided alpha level of 0.025
and assuming a standard deviation of 0.223 for the log,, intensity).

Planned Statistical Analyses

At 1 month after the end of the vaccination regimen and at the end of the
study, an analysis will be prepared according to a pre-specified statistical
analysis plan.

Based on the previous experience with IAVI Phase I/l Investigational
Product studies, it is expected that the amount of missing, unused or
spurious data will be insignificant. Unused and spurious data will be listed
separately and excluded from the statistical analysis. Missing data will be
excluded from the statistical analysis.

15.0 QUALITY CONTROL AND QUALITY ASSURANCE

To ensure the quality and reliability of the data gathered and the ethical conduct of this study, a
SOM has been developed.

Regular monitoring will be performed according to ICH-GCP as indicated in Section 17.3.

An independent audit of the study may be performed, if appropriate at the discretion of the
Sponsor.
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By signing the protocol, the Principal Investigators, agree to facilitate study related monitoring,
audits, IRB/IEC review and regulatory inspection(s) and direct access to source documents.
Such information will be treated as strictly confidential and under no circumstances will be made
publicly available.

16.0 DATA AND BIOLOGICAL MATERIAL

All data and biological material collected through the study shall be managed in accordance with
the Clinical Trial Agreement. Distribution and use of those data will be conducted by agreement
of both parties, with the understanding that the data will be published (Section19 Publication).

The computerized raw data generated will be held by the DCC on behalf of the sponsor. The
study site will also hold the final data files and tables generated for the purpose of analysis.
Principal investigators or designees will have access to the clinical study database with
appropriate blinding.

17.0 ADMINISTRATIVE STRUCTURE

The Principal Investigator will be responsible for all aspects of the study at the CRC.

17.1 Protocol Safety Review Team (PSRT)

A PSRT will be formed to monitor the clinical safety data. During the vaccination
phase of the trial, the PSRT will review the clinical safety data on a weekly basis
via electronic distribution of reports. An ad hoc PSRT review meeting will occur if
any of the members of the PSRT requests a special review to discuss a specific
safety issue or as specified in the Study Operations Manual.

The PSRT will consist of the IAVI Medical Monitor (PSRT chair), IAVI Medical
Safety Monitor and Principal Investigators or a medically qualified delegate of the
Principal Investigator. The IAVI CMO and GSK medical experts are ex officio
members.

17.2 Safety Review Board (SRB)

The Safety Review Board (SRB) will oversee the safety monitoring of the study.
The SRB will consist of independent clinicians/scientists/statisticians who are not
involved in the study. Investigators responsible for the clinical care of volunteers
or representative of the sponsor may not be a member of the SRB.

However, the SRB may invite the Principal Investigator or designee, sponsor and
GSK representatives to an open session of the meeting to provide information on
study conduct, available data or to respond to questions.

The SRB will review the blinded study data for the first 28 volunteers in groups
A/B, for the first 14 volunteers in groups C and for the first 14 volunteers in group
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D at 2 weeks post month 1, and 2 weeks post month 4 vaccinations. Interim
reviews may be specifically requested (see Section 17.1.2).

17.2.1 Content of Interim Review

The SRB will be asked to review the following data:

¢ All clinical adverse events/reactogenicity judged by the Principal
Investigator or designee to be possibly, probably or definitely related
to the Investigational Product

o All laboratory adverse events confirmed on retest and judged by the
Principal Investigator or designee to be possibly, probably, or
definitely related to Investigational Product

e All Serious Adverse Events, independent of relationship to the
Investigational Product.

17.3 Criteria for Pausing the Study

Enroliments and vaccinations will be stopped, and a safety review conducted by
the SRB for any of the following criteria:

one subject experiences a serious adverse event which is probably or
definitely related to the investigational vaccine(s), or two or more subjects
experience similar serious adverse events which are possibly related to the
investigational vaccine(s);

there is a subject death assessed as possibly, probably or definitely related to
the investigational vaccine(s);

one subject with injection site ulceration, sterile abscess or necrosis
associated with vaccine administration occurs; or

one subject with severe allergic reaction such as laryngospasm,
bronchospasm or anaphylaxis associated with vaccine administration occurs.

The sponsor will request a review by the SRB, or the SRB chair if other SRB
members cannot be convened, to be held within 2 business days of the sponsor
learning of the event(s). Ad-hoc review may be specifically requested by the
sponsor, GSK, the Principal Investigators or by the SRB. The study may be
unblinded at the discretion of the SRB.

Following this review, the SRB will make a recommendation to the Sponsor,
regarding the suspension or continuation of the vaccinations/ study. The Sponsor
will inform GSK and the Principal Investigators without delay.

17.4 Study Supervision

The SRB and the IAVI CMO will be provided progress report(s) of this study.
Close cooperation will be necessary to track study progress, respond to queries
about proper study implementation and management, address issues in a timely
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manner, and assure consistent documentation, and effective information sharing.
Rates of accrual, retention, and other parameters relevant to the CRC's
performance will be regularly and closely monitored by the study team as well as
the SRB.

Study Monitoring

On-site monitoring will be conducted to ensure that the study is conducted in
compliance with human subjects protection and other research regulations and
guidelines, recorded and reported in accordance with the protocol, is consistent
with locally-accepted HIV counselling practices, standard operating procedures,
Good Clinical Practice (GCP) and applicable regulatory requirements.

The monitor will confirm the quality and accuracy of data at the CRC by
validation of CRFs against the source documents such as clinical records. The
Investigators and volunteers, by giving consent, agree that the monitor may
inspect study facilities and source records (e.g. informed consent forms, clinic
and laboratory records, other source documents) as well as observe the
performance of study procedures. Such information will be treated as strictly
confidential and will under no circumstances be made publicly available.

The monitoring will adhere to Good Clinical Practice guidelines. The Principal
Investigator will permit inspection of the facilities and all study-related
documentation by authorized representatives of IAVI, and Government and
Regulatory Authorities relevant to this study.

Investigator's Records

Study records include administrative documentation—including reports and
correspondence relating to the study—as well as documentation related to each
volunteer screened and/or enrolled in the study—including informed consent
forms, case report forms, and all other source documents. The investigator will
maintain and store, in a secure manner, complete, accurate, and current study
records for a minimum of 2 years after marketing application approval or the
study is discontinued and applicable national and local health authorities are
notified. IAVI will notify the Principal Investigator of these events.

INDEMNITY

The Sponsor and Institution are responsible to have appropriate liability insurance. For
research-related injuries and/or medical problems determined to result from receiving the
Investigational Product, treatment including necessary emergency treatment and proper follow-
up care will be made available to the volunteer free of charge at the expense of the Sponsor.

PUBLICATION

A primary manuscript describing safety and immune responses in this trial will be prepared
promptly after the data analysis is available, based on the data compiled by the IAVI statistical
centre. Authors will be representatives of each CRC, the statistical centre, the laboratories, IAVI
and GSK, subiject to the generally accepted criteria of contributions to the design, work, analysis
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and writing of the study. Precedence will be given to authors from the CRC enrolling the
greatest number of volunteers. Manuscripts will be reviewed by representatives of each
participating group as specified in the CTA or VDP Agreement.

20.0 ETHICAL CONSIDERATIONS

The Principal Investigator will ensure that the study is conducted in compliance with the
protocol, Standard Operating Procedures in accordance with guidelines laid down by the
International Conference on Harmonisation for Good Clinical Practice in clinical studies, the
ethical principles that have their origins in the Declaration of Helsinki and applicable regulatory
requirements.

In addition to IEC/IRB and regulatory approvals, all other required approvals will be obtained
before recruitment of volunteers.
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APPENDIX A: SCHEDULE OF PROCEDURES—GROUPS A and B

Visits for Group

Month

Screen

Week

w1

w2

Study Day

D3

D7

D14

Visit Windows (Days)

Groups A and B

M2

W4+
D3

W5

W6

M5

M9

M12

M16/
1

w8

W16
+D3

w17

w18

W20

W36

W48

W64

D31

D35

D42

D56

D115

D119

D126

D140

D252

D336

D448

+1

+2

+3

+3

+7

+7

+7

Investigational Product

Investigational Regimen A/B or
Placebo

Consent
/Questionnaires/Counseling

Informed Consent and Assessment of
Understanding

Screening Questionnaire

HIV Risk Assessment'®

Social Impact Questionnaire

HIV Risk Reduction Counseling

Pre-/Post HIV-test Counseling

Family Planning Counseling

Clinical Safety Assessments

Comprehensive Medical History

Interim Medical History

Concomitant Medications

General Physical Exam

Symptom-Directed Physical Exam

Weight & Height

Ophthalmic examination®

X | X | X X | X | X
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Visits for Group

Month

Screen

Groups A and B

Week

w1

W2

M2

Study Day

D3

D7

D14

W4+
D3

W5

W6

w8

Visit Windows (Days)

D31

D35

D42

D56

M5

M9

M12

M16/
ET"

W16
+D3

w17

w18

W20

W36

w48

W64

D115

D119

D126

D140

D252

D336

D448

+1

+2

+3

+3

+7

+7

7

Investigational Product

Investigational Regimen A/B or
Placebo

Clinical Safety Assessments
cont’d

Vital Signs

Local and Systemic Reactogenicity

Adverse Events

Serious Adverse Events

X5

Lab Samples

HIV test ©

Hep BsAg, anti-HepC, active syphilis
and active tuberculosis’(Chest x-ray
and sputum)

Haematology (+ plasma storagea)

Clinical Chemistry (+ serum storages)

Immunology (CD4, CD8)

Urinalysis

Pregnancy Test (all female
volunteers)

Immunology Lab

Ad35 neutralization antibody assay
(anti-vector)* ®

Sample HLA Typing™
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Visits for Group Groups A and B
Month Screen M2 M5 M9 | M12 "é?r?/
Week wi| w2 W ws | we | ws WAl waz [ wis | w20 |wss | was | wea
Study Day D3 | D7 | D14 D31 |D35| D42 D56 D115 | D119 | D126 | D140 | D252 | D336 | D448

Visit Windows (Days) +1 [ +2 | £3 +3 +7 | £7 | £7

Investigational Product

Investigational Regimen A/B or
Placebo

Immunology Lab cont’d

PBMCs for Cellular immunogenicity
assays, QA'>+ PBMC storage®
- ELISPOT"

-1cs™

Exploratory cellular immunology
assays"

Antibody Immunogenicity Assays
(anti-HIV)"

Other

Refer to IAVI Long Term Follow -Up
Protocol

<
< | x x X '
x | x x X
x | x X X

X,
o
I

= Early Termination
2 = Allowable window for screening for Ad35 antibodies and collection of PBMCs from first 10 volunteers screened is -90 days; all other
screening procedures is -42 days.
= Exam will be performed on 50% of enrolled volunteers at specified centres.First exam must be performed prior to first vaccination.
Second exam must be performed within 1 month after final study visit.

4 = At baseline and 30 min post vaccination

° = Only serious events that are related to study procedures will be collected during screening period

6 = If HIV infected, perform Early Termination visit and refer volunteer to IAVI Protocol H

! = Chest X-ray and sputum examination for Acid Fast Bacilli will be performed for volunteers presenting with productive cough of more than
15 days duration to rule out active tuberculosis
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= Further details are in the Laboratory Analytical Plan. Stored serum and plasma will be split between IAVI Human Immunology
Laboratory (HIL) and GSK Laboratory. Stored PBMC will be split between IAVI HIL and GSK for exploratory research objectives on cells.
= Testing will be conducted at IAVI HIL

=Testing will be contracted out to a qualified HLA typing laboratory and performed in volunteers with robust immune responses in

order to map T cell epitopes

=Immunogenicity testing (ELISPOT) will be conducted at CRCs, where feasible, and at IAVI HIL

= Immunogenicity testing (ICS) will be conducted at GSK laboratories

= Immunogenicity testing (Exploratory cellular immunology) will be conducted at CRCs, where feasible, and at IAVI HIL or at GSK
laboratories

= Serology against clade B antigens will be done at GSK laboratories. Serology to multiple clades will be performed at sites on a subset of
subjects/time-points

=PBMCs will be collected from first 10 volunteers screened at each clinical research centre for purposes of standardization, quality control,
and future assays related to HIV vaccine research and development

=HIV risk assessment at screening will determine eligibility. A separate HIV risk assessment questionnaire will be administered after
enrolment.
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APPENDIX B: SCHEDULE OF PROCEDURES—GROUP C

Visits for Group

Group C

Month

Screen

M1

M5

M9

M12

M16/
1

Week

W1 | W2

w4 W12+

W13

w14

W16
+D3

w17

w18

W20

W36

W48

W64

Study Day

D3 | D7 | D14

D28

D91

D98

D115

D119

D126

D140

D252

D336

D448

Visit Windows (Days)

D3
D87
+1

+1

+2

+3

+3

+7

+7

+7

Investigational Product

Investigational Regimen C or
Placebo

Consent
/Questionnaires/Counseling

Informed Consent and
Assessment of Understanding

Screening Questionnaire

HIV Risk Assessment'®

Social Impact Questionnaire

HIV Risk Reduction Counseling

Pre-/Post HIV-test Counseling

Family Planning Counseling

X | X | X | X[ X

Clinical Safety Assessments

Comprehensive Medical History

Interim Medical History

Concomitant Medications

General Physical Exam

Symptom-Directed Physical
Exam

Weight & Height

Ophthalmic examination®

Vital Signs

Local and Systemic
Reactogenicity

X | X | X X | X | X X | X | X
I

X X
X X
X X

X
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Visits for Group

Month

Screen

M1

M5

M9

M12

M16/
ET"

Week

w1

w2

w4

W12+
D3

W13

W16
+D3

w17

w18

W20

W36

w48

w64

Study Day

D3

D7

D14

D28

D87

D91

D115

D119

D126

D140

D252

D336

D448

Visit Windows (Days)

+1

2

+3

+3

7

7

7

Investigational Product

Investigational Regimen C or
Placebo

Clinical Safety Assessments
cont’d

Adverse Events

Serious Adverse Events

Lab Samples

HIV test®

Hep BsAg, anti-HepC, active
syphilis and active
tuberculosis’(Chest x-ray and
sputum)

Haematology (+ plasma storagea)

Clinical Chemistry (+ serum
storage®)

Immunology (CD4, CD8)

Urinalysis

Pregnancy Test (all female
volunteers)

Immunology Lab

Ad35 neutralization antibody
assay (anti-vector)*°

Sample HLA Typing™

< | % b
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Visits for Group

Group C

Month Screen M1 M5 M9 M12 ’\é}r?/
Week wi | w2 | wa Wz wis [ wia W% wiz [wis | w20 | w3s | was | we4
Study Day D3 | D7 | D14 | D28 D87 | D91 | D98 D115 | D119 | D126 D140 D252 | D336 D448
Visit Windows (Days) +1(+£2|£3| £3 +1 | £2 | £3 +1 | £2 | £3 +3 7 7 7
Investigational Product
Investigational Regimen C or
Placebo
Immunology Lab cont'd
PBMCs for Cellular
immunogenicity assays, QA"+ X
PBMC storage
- ELISPOT" X X X
-1cs™ X X X
Explor?atory cellular immunology X X X
assays
Antibody Immunogenicity Assays
(anti-HIV)™ X X X
Other
Refer to IAVI Long Term Follow - - - - "

Up Protocol

= Early Termination

screening procedures is -42 days.

Second exam must be performed within 1 month after final study visit.
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= At baseline and 30 min post vaccination
= Only serious events that are related to study procedures will be collected during screening period
= If HIV infected, perform Early Termination visit and refer volunteer to IAVI Protocol H

= Allowable window for screening for Ad35 antibodies and collection of PBMCs from first 10 volunteers screened is -90 days; all other

= Exam will be performed on 50% of enrolled volunteers at specified centres. First exam must be performed prior to first vaccination.
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= Chest X-ray and sputum examination for Acid Fast Bacilli will be performed for volunteers presenting with productive cough of more than
15 days duration to rule out active tuberculosis

= Further details are in the Laboratory Analytical Plan. Stored serum and plasma will be split between IAVI Human Immunology
Laboratory (HIL) and GSK Laboratory. Stored PBMC will be split between IAVI HIL and GSK for exploratory research objectives on cells.
= Testing will be conducted at IAVI HIL

=Testing will be contracted out to a qualified HLA typing laboratory and performed in volunteers with robust immune responses in

order to map T cell epitopes

=Immunogenicity testing (ELISPOT) will be conducted at CRCs, where feasible, and at IAVI HIL

= Immunogenicity testing (ICS) will be conducted at GSK laboratories

= Immunogenicity testing (Exploratory cellular immunology) will be conducted at CRCs, where feasible, and at IAVI HIL or at GSK
laboratories

= Serology against clade B antigens will be done at GSK laboratories. Serology to multiple clades will be performed at sites on a subset of
subjects/time-points

=PBMCs will be collected from first 10 volunteers screened at each clinical research centre for purposes of standardization, quality control,
and future assays related to HIV vaccine research and development

=HIV risk assessment at screening will determine eligibility. A separate HIV risk assessment questionnaire will be administered after
enrolment.
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APPENDIX C: SCHEDULE OF PROCEDURES—GROUP D

Visits for Group

Month

Screen

Group D

Week

w1

W2

M2

W4+
D3

Study Day

D3

D7

D14

W5

W6

w8

M5

M9

M12

M16/
ET"

D31

Visit Windows (Days)

D35

D42

D56

W16
+D3

w17

W18

W20

W36

W48

W64

D115

D119

D126

D140

D252

D336

D448

+1

2

+3

+3

7

7

7

Investigational Product

Investigational Regimen D or Placebo

Consent
/Questionnaires/Counseling

Informed Consent and Assessment of
Understanding

Screening Questionnaire

HIV Risk Assessment'®

Social Impact Questionnaire

HIV Risk Reduction Counseling

Pre-/Post HIV-test Counseling

Family Planning Counseling

Clinical Safety Assessments

Comprehensive Medical History

X | X | X | X|[X

Interim Medical History

Concomitant Medications

General Physical Exam

Symptom-Directed Physical Exam

Weight & Height

Ophthalmic examination®

X | X | X X | X | X
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Visits for Group

Month

Screen

Group D

Week

w1

W2

M2

Study Day

D3 | D7

D14

W4+
D3

W5

W6

w8

M5

M9

M12

M16/
ET"

W16
+D3

Visit Windows (Days)

D31

D35

D42

D56

w17

w18

W20

W36

w48

W64

D115

D119

D126

D140

D252

D336

D448

+1

+2

+3

+3

+7

+7

7

Investigational Product

Investigational Regimen D or Placebo

Clinical Safety Assessments
cont’d

Vital Signs

Local and Systemic Reactogenicity

Adverse Events

Serious Adverse Events

Lab Samples

HIV test ®

Hep BsAg, anti-HepC, active syphilis
and active tuberculosis7(Chest x-ray
and sputum)

Haematology (+ plasma storage®)

Clinical Chemistry (+ serum storage®)

Immunology (CD4, CD8)

Urinalysis

Pregnancy Test (all female
volunteers)

Immunology Lab

X | X[ X | X

Ad35 neutralization antibody assay
(anti-vector)?®

Sample HLA Typing'’
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Visits for Group Group D
Month Screen M2 M5 M9 | M12 "é?r?/
Week wi| w2 W ws | we | ws WAl waz [ wis | w20 |wss | was | wea
Study Day D3 | D7 | D14 D31 |D35| D42 D56 D115 | D119 | D126 | D140 | D252 | D336 | D448

+1 | £2 | £3 +3 7 | £7 | £7

Visit Windows (Days)

Investigational Product

Investigational Regimen D or Placebo

Immunology Lab cont’d

PBMCs for Cellular immunogenicity
assays, QA'*+ PBMC storage®

- ELISPOT"

-1cs™

Exploratory cellular immunology
assays"

Antibody Immunogenicity Assays
(anti-HIV)"

Other

Refer to IAVI Long Term Follow -Up
Protocol

%,
(4]
|
< < < < '
< < < <
Y Y < Y

= Early Termination

= Allowable window for screening for Ad35 antibodies and collection of PBMCs from first 10 volunteers screened is -90 days; all other
screening procedures is -42 days.

= Exam will be performed on 50% of enrolled volunteers at specified centres. First exam must be performed prior to first vaccination.
Second exam must be performed within 1 month after final study visit.

= At baseline and 30 min post vaccination

= Only serious events that are related to study procedures will be collected during screening period

= If HIV infected, perform Early Termination visit and refer volunteer to IAVI Protocol H

o o b
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= Chest X-ray and sputum examination for Acid Fast Bacilli will be performed for volunteers presenting with productive cough of more than
15 days duration to rule out active tuberculosis

= Further details are in the Laboratory Analytical Plan. Stored serum and plasma will be split between IAVI Human Immunology
Laboratory (HIL) and GSK Laboratory. Stored PBMC will be split between IAVI HIL and GSK for exploratory research objectives on cells.
= Testing will be conducted at IAVI HIL

=Testing will be contracted out to a qualified HLA typing laboratory and performed in volunteers with robust immune responses in

order to map T cell epitopes

=Immunogenicity testing (ELISPOT) will be conducted at CRCs, where feasible, and at IAVI HIL

= Immunogenicity testing (ICS) will be conducted at GSK laboratories

= Immunogenicity testing (Exploratory cellular immunology) will be conducted at CRCs, where feasible, and at IAVI HIL or at GSK
laboratories

= Serology against clade B antigens will be done at GSK laboratories. Serology to multiple clades will be performed at sites on a subset of
subjects/time-points

=PBMCs will be collected from first 10 volunteers screened at each clinical research centre for purposes of standardization, quality control,
and future assays related to HIV vaccine research and development

=HIV risk assessment at screening will determine eligibility. A separate HIV risk assessment questionnaire will be administered after
enrolment.
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APPENDIX D - ADVERSE EVENT SEVERITY ASSESSMENT TABLE

VERSION 1.0 DECEMBER 2004; CLARIFICATION AUGUST 2009
ADAPTED FROM: DIVISION OF AIDS TABLE FOR GRADING THE SEVERITY OF ADULT ADVERSE EVENTS

Quick Reference

The Division of AIDS Table for Grading the Severity of Adult and Pediatric Adverse Events ("DAIDS AE
grading table”) is a descriptive terminology which can be utilized for Adverse Event (AE) reporting. A
grading (severity) scale is provided for each AE term.

General Instructions
Estimating Severity Grade

If the need arises to grade a clinical AE that is not identified in the DAIDS AE grading table, use the
category “Estimating Severity Grade” located at the top of Page 3. For AEs that are not listed in the table
but will be collected systematically for a study/trial, protocol teams are highly encouraged to define study-
specific severity scales within the protocol or an appendix to the protocol. (Please see “Template Wording
for the Expedited Adverse Event Reporting Section of DAIDS-sponsored Protocols™.) This is particularly
important for laboratory values because the “Estimating Severity Grade™ category only applies to clinical
symptoms.

Grading Adult and Pediatric AEs

The DAIDS AE grading table includes parameters for grading both Adult and Pediatric AEs. When a
single set of parameters is not appropriate for grading specific types of AEs for bath Adult and Pediatric
populations, separate sets of parameters for Adult and/or Pediatric populations (with specified respective
age ranges) are given in the table. If there is no distinction in the table between Adult and Pediatric
values for a type of AE, then the single set of parameters listed is to be used for grading the severity of
both Adult and Pediatric events of that type.

Determining Severity Grade

If the severity of an AE could fall under either one of two grades (e.g., the severity of an AE could be
either Grade 2 or Grade 3), select the higher of the two grades for the AE.

Definitions

Basic Self-care Functions Adult
Activities such as bathing, dressing, toileting, transfer/movement,
continence, and feeding.
Young Children
Activities that are age and culturally appropriate (e.g., feeding self with
culturally appropriate eating implement).

LLN Lower limit of normal

Medical Intervention Use of pharmacologic or biologic agent(s) for treatment of an AE.

NA Mot Applicable

Operative Intervention Surgical OR other invasive mechanical procedures.

ULN Upper limit of normal

Usual Social & Functional Adult

Activities . . I .
Adaptive tasks and desirable activities, such as going to work,
shopping, cooking, use of transportation, pursuing a hobby, etc.
Young Children
Activities that are age and culturally appropriate (e.g., social
interactions, play activities, learning tasks, etc.).
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DAIDS AE Grading
Table

usual social &
functicnal activities

social & functional
activities

activities

PARAMETER GRADE 1 GRADE 2 GRADE 3 GRADE 4
MILD MODERATE SEVERE VERY SEVERE
ESTIMATING SEVERITY GRADE
Clinical adverse event | Sympioms causing no | Sympioms causing Symptoms causing Symptoms causing
MNOT identified or minimal greater than minimal inability to perform uswal | inability to perform basic
elsawhera in this intarferance with interference with usual | social & functicnal salf-care functions OR

Medical or operative
intervention indicated to
pravent permanant
impairment, persistant
disability, or death

SYSTEMIC

Acute sy stemic
allergic reaction

Localized urticaria
(wheals) with no
medical intervention

Localized urticaria with
medical intervention
indicated OR Mild

Generalized urticaria
OR Angicedama with
medical imtarvention

Acute anaphylaxis OR
Life-thraatening
bronchospasm OR

interferanca with

interferenica with wsual

social & functional

indicated angioedema with no indicated OR laryngeal edema
medical intervention Symptomatic mild
indicated bronchospasm
Chills Symploms causing no | Symploms causing Symptoms causing MA
or minimal greater than minimal inability to perform usual
intarferance with interference with usual | social & functicnal
usual social & social & functional activities
functional activities activities
Fatigua Symptoms causing no | Symploms causing Symptoms causing Incapacitating fatigusy’
Malgiza or minimal greater than minimal inability to perform usual | malaise symptoms

causing inability to

uzual social & social & functional activities porfarm basic salf-cars
functicnal activities activities functions
Fever (nonaxillary) 377 -38B6C 387 -39.3C 39.4 — AD5C = 40.5°C

Pain (indicate body
sita)

DO NOT use for pain
due to injection (Sea
Injection Site
Reactioms: Injection
site pain}

See also Headache,
Arthralgia, and
Myalgia

Pain causing no or
minimal interference
with usual social &
functional activities

Pain causing greater
than minimal
interferenica with wsual
gocial & functional
activities

Pain causing inability to
perform wsual social &
functional activities

Dizabling pain causing
inability to perform basic
salf-care functions OR
Hospitalization (other
than emergency room
visit) indicated

Baslc Solf-care Functlons — Adult: Activities such as bathing, drassing, toileting, fransfer/movement, continence, and feeding.

Baslc Self-care Functlons — Young Children: Activities that are age and culturally appropriate (e.g., feeding self with culturally
appropriate eating implement).

Uzual Soclal & Functional Activiies — Adult: Adaptive tasks and desirable activiies, such as going to work, shopping, cooking,
use of transportation, pursuing a hobby, etc.

Usual Soclal & Functional Activitles — Young Children: Activities that are age and culturally appropriate (e.g., social interactions,
play activities, leaming tasks, eic.).
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than HIV infection)

gystamic antimicrobial
freatment indicated
AMD Symptoms
causing no or minimal
intarferance with
usual social &
functional activities

treatment indicated
OR Symptoms
causing greatar than
minimal interference
with usual social &
funciional activities

freatment indicated
AND Symptoms causing
inability to parform usual
social & functional
activities OR Operative
intervention {other than
simpla incision and
drainage) indicated

PARAMETER GRADE 1 GRADE 2 GRADE 3 GRADE 4
MILD MODERATE SEVERE VERY SEVERE

Unintentional weight MA 5 — 0% loss in body 10 — 19% loss in body = 20% loss in body

loss weight from baseling weight from basaling weight from baseline OR
Aggressive intervantion
indicated [e.g., tubs
feeding or total
parantaral nutrition
(TPN)]

INFECTION

Infaction {any othar Localized, no Systemic anfimicrobial | Systemic antimicrobial Life-threatening

consequences (e.g.,
septic shock)

INJECTION SITE REACTIONS

Imjection site pain
{pain withouwt touching)
Or

Tendernass (pain
when area is touched)

Pain/tenderness
causing no or minimal
limitation of use of
limb

Pain'tendemass
limiting use of limb OR
Pain'tendemass
causing greater than
minimal intarference
with usual social &
functional activities

Pain‘tendermess
causing inability to
perform usual social &
functional activitias

Pain'tendemass causing
inability to parform basic
self-care function OR
Hospitalization (othar
than emergency room
visit) indicatad for
managament of
paintendemeass

Injection site reaction {localized)

Adult = 15 years

Erythema OR
Induraticn
of 5x5 cm— 9x2 cm

Erythema OR
Induration OR Edema
= 9 cm any diameater

Ulceration OR
Secondary infection OR
Phlebitis OR Sterile

Necrosis (imvolving
dermis and deeper
tiszua)

diametar

= 50% surface area of
the axtromity segment
{@.g-, upper arm/thigh}

the extremity segmeant
{@.g., upper arm/thigh)
OR Ulcaration OR
Secondary infection OR
Phlebitis OR Sterile
abscess OR Drainage

{or 25 cm® — Blcm®) {or= 81 cm?) abscess OR Drainage
Pediatric < 15 Erythema OR Erythema OR Erythema OR Induration | Mecrosis (imvolving
years Induration OR Edema | Induration OR Edema | OR Edema involving darmis and deeper
present but< 25cm | = 2.5 cm diameter but | = 50% surface area of tissua)

Basic Self-care Functlons — Aduli: Activities such as bathing, dressing, toileting, transfer’movement, continence, and feeding.

Basic Self-care Functions — Young Children: Activities that are age and culturally appropriate (e.g., feeding self with culturally
appropriate eating implement).

Usual Soclal & Functlional Activitles — Adult: Adaptive tasks and desirable activities, such as going to work, shopping, cooking,
use of fransportation, pursuing a hobby, etc.

Usual Soclal & Functional Activities — Young Children: Activities that are age and culturally appropriate (e.g., social interactions,
play activities, leaming tasks, eic.).
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by study paricipant
{or by caregiver for
young children and
disabled adults)

loss detectable by
health care provider

PARAMETER GRADE 1 GRADE 2 GRADE 3 GRADE 4
MILD MODERATE SEVERE VERY SEVERE
Pruritis associated [tching localized to Itehing bayond the Ganeralized itching MA
with injaction injection site AND injection site but not causing inability to
Soo also Skin: Prurtis | Relieved generalized OR Itching | perform wsual social &
{itching - no skin spontansously orwith | localized to injection functional activities
lasions) < 48 hours treatment | site requiring = 48
hiours treatment
SKIN - DERMATOLOGICAL
Alopacia Thinning detectable Thinning or patchy hair | Complete hair loss MA

Cutaneous reaction —
rash

Localized macular
rash

Diffuse macular,
maculopapular, or
morbilliform rash OR
Target lesions

Diffuse macular,
maculopapular, or
marbilliferm rash with
vasicles or limitad
number of bullag OR
Superficial ulcerations
of mucows membrang
limited to one site

Extensive or generalized
bullous lesions OR
Stevens-Johnson
syndrome OR Ulceration
of mucous membrane
involving two or mora
disfinct mucosal sites
OR Toxic epidermal
necrolysis (TEN)

(Sea also Injection
Site Reactions:

with usual social &
functicnal activities

interferenca with usual
social & functional

& functional activities

Hyperpigmeantation Slight or localized Marked or genaralized | NA MA
Hypopigmentation Slight or localized Marked or genoralized | NA MA
Pruritis {itching — no ltching cawsing no or Itching causing greater | ching causing inability | MNA
skin lesions) minimal interference than minimal to perform uswal social

{general)

Mo intenvention

Mon-urgent medical

threatening AMD Mon-

Pruritiz associated activities

with imjaction)

CARDIOVASCULAR

Cardiac arrhythmia Aszymptomatic AMD Asymptomatic AMD Symptomatic, non-life- Life-thraatening

arrhythmia OR Urgant

ischemiafinfarction

(stable angina) OR
Testing consistant with
ischamia

{By ECG or physical indicated intervention indicated urgent medical intervention indicated
exam) intarvention indicated
Cardiac- A MA Symptomatic ischemia Unstable angina OR

Acute myocardial
infarction

Basic Self-care Funcilons — Aduli: Activities such as bathing, dressing, toileting, transfer/movement, confinence, and feeding.

Basic Self-care Functions — Woung Children: Activities that are age and culturally appropriate (e.g., feeding self with culturally
appropriate eating implement).

Usuial Soclal & Functional Activitles — Adult: Adaptive taske and desirable activities, such as going to work, shopping, cooking,

use of transporiation,

pursuing & hoblby, atc.

Usuial Soclal & Functional Activitles — Young Children: A«ctivities that are age and culburally appropriate (e.g., social interactions,
plary activities, leaming tasks, etc.).
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PARAMETER GRADE 1 GRADE 2 GRADE 3 GRADE 4
MILD MODERATE SEVERE VERY SEVERE
Hemorrhage A Symptomatic AND No | Symptomatic AMD Life-thraatening
(significant acute fransfusion indicated | Transfusion of < 2 units | hypctension OR
blood loss) packed RBCs (for Transfusion of = 2 units
children < 10 cc/kg) packed RECs (for
indicated children = 10 cokg)
indicated
Hypertension
Adult= 17 years | 140 - 153 mmHg 160 — 179 mmHg 2 180 mmHg systolic Life-hireatening
jwith repeat testing | Systolic systolic OR u:.ur:_s;q uanhl.;&s (a.0.. ]
t isit OR OR ) i malignant hypertension
at same visit) =110 mmHg diastalic Nt Hospilakzalinn
9!:' - 9? mmHg ! !:'D - 1ﬂ-ﬂ- mmHg indicated (other than
diastolic diastolic Bmegency mom visly

in Grade 3 to 180

from = 180 (systolic) and

Correction: in Grade 2 to 160 - 179 from = 160-179 (systolic) and to = 1

00 -109 from = 100-109 (diastolic) and
fo 2110 from= 110 (diastolic).

corractad with oral
fluid replacameant

indicated

Pediatric <17 MA 91%_ 94™ parcantile = 05™ parcentile Life-hireatening
years adjusted for age, adjusted for age, height. | consaquences (e.g..
{with ropeat haight._ and glender andlg&nQEr n;s:}'smlk: rnalignam_ h}jpﬂr_t&nsinn)
testing at sama (systolic and'or and/or diastolic) OR Hospitalization
visit) diastolic) indicated (other than
amasgency room visit)
Hypotension A Symptomatic, Symptomatic, IV fluids Shock requiring use of

VasOprassors or
mechanical assistance
to maintain blood
prassura

Paricardial affusion

Azymptomatic, small
affusion requiring no

Asymptomatic,
moderate or larger

Effuzion with norn-lifa
threatening physiologic

Life-thraatening
consaquences (e.g.,

intervention effusion regquiring no consequencas OR tamponada) OR Urgent
intervention Effusion with non-urgent | intervention indicated
intervention indicated
Prolonged PR interval
Adult = 16 yaars PR intarval PR intarval Typa ll o dograa AV Complata AV block
0.21 - 0.25 sac = 0.25 sac block OR Ventricular
pause = 3.0 sec
Pediatric =16 1% degree AV block Type | ond degrea AY | Type I 2™ dagras AV Complete AV block
years (PR = nommal forage | block block
and rata)

Basic Salf<care Functions — Adult Activities such &= bathing, dressing, toileting, fransfer’'movement, continenca, and feeding.

Baslc Self-care Functlons — Yound Children: Activities that are age and culturally appropriate (e.9., feeding self with culturally
appropriate eating implement).

Usual Soclal & Functional Activities - Adult: Adaptive tasks and desirable activities, such as going to work, shopping, cooking,
use of transportation, pursuing a hobay, etc.

Usual Soclal & Functional Activitles — Young Children: Activities that are age and culturally appropriate (e.g., social interactions,
play activities, leaming tasks, efc.).
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PARAMETER

GRADE 1
MILD

GRADE 2
MODERATE

GRADE 3
SEVERE

GRADE 4
VERY SEVERE

Prolonged OTc

Adult = 16 years

Asymptomatic, QTc
interval .45 - 0.47
sec OR Incroase
interval < 0.03 sec
above basaline

Asymptomatic, OTc
interval 0.48 —0.49
sec OR Increase in
interval Q.03 - 0.05
sec above basaline

Asymptomatic, OTc
interval = 0.50 sec OR
Increase in interval

= 0.06 sec above
basaling

Life-thraataning
CONsequences, e.g.
Torsade de pointas or
other associated serious
ventricular dysrhythmia

Pediatric =16 Asymptomatic, QTc Asymptomatic, OTc Asymptomatic, OTc Life-thraataning
years interval 0.450 — interval 0.465 — interval = 0,480 sec Consequences, e.g.
0.464 sac 0.479 s Torsade de pointes or
other associated serious
ventricular dysrhythmia
Thromizosis’'ambaolism | NA Deap vein thrombosis | Deep vein thrombosis Embalic event (2.g.,

AMD Mo intervention

AMD Intervantion

pulmonary ambolism,

indicated (e.g., indicated (e.g.. life-threatening
anticoagulation, lysis anticoagulation, lysis thrombus)
filter, imv asiva filtar, imrasive
procedure) procadura)

Vasovagal episode Presant without loss Present with transient | NA MA

{associated with a
procedure of any kind)

of consciousnass

loss of consciousnass

Ventricular A Asymptomatic Mew on=et with Life-thraatening
dysfunction diagnostic finding AND | symptoms OR congestive hear failure
(congestive heart intervention indicatad Worsening symptomatic
failura) congestive heart failura
GASTROINTESTINAL
Anorexia Loss of appetite Loss of appetite Loss of appetite Life-thraatening
without -decreased associated with associated with consequences OR
oral intake decreased oral intake | significant weight loss Aggressive intervention

without significant
weight loss

indicated [e.g., tubs
feeding or total
parantaral nutrition
[TPM)]

Comment: Please nota
grading anoraxia, this is

that, while the grading sc

ale provided for Unintentional Weight Loss may be used as a guidelineg when
not a requiroment and £hould not be used as a substitute for clinical judgment.

Ascites

Asymptomatic

Symptomatic AND
Intervention indicated
(8.g.; diuretics or
therapautic
paracentasis)

Symptomatic despite
intervention

Life-thraatening
Consequences

Basic Salf-care Functions — Aduli: Acivites such as bathing, dressing, toillefing, fransfer/movement, confinence, and feeding.

Baslc Self-care Functlons — Young Children: Activities that are age and culturally appropriate (e.g., feeding self with culturally
appropriate eating implement).

Uzual Soclal & Functional Activiies — Adult: Adaptive tasks and desirable activiies, such as going to work, shopping, cooking,

use of transportation,

pursuing = hoblby, atc.

Usual Soclal & Functional Activities — Young Children: Activities that are age and cutturally appropriate (e.g., social interactions,
play activities, leaming tasks, efc.).
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Pediatric = 1 year

intermitient episodes
of unformed stools
OR Increase of =3
stools over basaline
per 24-hour period

unformed to watery
stools OR Incraase of
4 — 6 stools over
baseling per 24-hour
period

Increase of =27 stools
per 24-hour pericd OR
IV fluid replacement
indicated

PARAMETER GRADE 1 GRADE 2 GRADE 3 GRADE 4
MILD MODERATE SEVERE VERY SEVERE
Cholecystitis A Symptomatic AND Radiologic, endoscopic, | Life-threatening
Medical intervention or operative intarvention | conseguences (e.g.,
indicated indicated sepsis or parforation)
Constipation A Parsistant constipation | Obstipation with manual | Life-threatening
requiring regular use avacuation indicated consequences (e.0.,
of dietary obstruction)
modifications,
laxatives, or enamas
Diarrhea
Adult and Transient or Parsistent epizodes of | Bloody diarrhea OR Life-threatening

consequences (8.g.,
hypotensive shock)

Pediatric < 1 year

Liquid stools {more
unformad thamn usual)
but usual number of
stools

Liquid sto-ols with
increased number of
stools OR Mild
dehydration

Liquid sto-ols with
moderate dehydration

Liquid stools resulting in
severa dehydration with
aggrassive rehydration
indicated OR
Hypotensive shock

Dysphagia-
Cdynophagia

Symptomatic but able
10 eat usual diet

Symptomis causing
dltered dietary intake
without medical
intervention indicatad

Symptoms causing
severaly altered distary
intake with madical
intervention indicated

Life-thraatening
reduction in oral intake

Mucositis/stomatitis
(clinical exam)

Indicata site (e.g.,
larynx, oral)

See Genitourinary for
WYuhiovaginitis
See also Dysphagia-

Erythema of the
mucosa

Patchy
pseudomembranes or
ulcarations

Confluant
peeudomembranes or
ulcarations OR Mucosal
bleading with minor
frauma

Tissue macrosis OR
Diffuse spontanecus
mucosal bleeding OR
Life-thraatening
consequences (e.0.,
aspiration, choking)

Hospitalization not
indicated (other than
emergancy room visit)

Hospitaliz ation indicated
(other tham emergency
room visit)

Odynophagia and
Proctitis
Mausea Transient (< 24 hours) | Pearsistent nausea Persistent nausea Life-thraatening
or intermittant nawsea | resulting in decreased | resulting in minimal oral | consequences (e.g.,
with no or minimal oral intake for 24 — 48 | intake for = 48 hours hypotemsive shock)
interferance with oral | hours OR Aggressive
intake rehydration indicated
(e.g., IV Fluids)
Pancreatifis A Symptomatic AND Symptomatic AND Life-thraatening

consequences (e.g.,
circulatory failure,
hemorrhage, sapsis)

Baslc Self-care Functlons — Aduli: Activities such as bathing, dressing, toileting, transfer/movement, continence, and feeding.

Basic Self-care Functlons — Young Children: Activities that are age and culturally appropriate (e.g., feeding self with culturally
appropriate eating implement).

Uswal Soclal & Functional Activitles — Adult: Adaptive taske and desirable activities, such as going to work, shopping, cooking,
us of transportation, pursuing & hobby, etc.

Uswal Soclal & Functional Activitles — Young Children: Activities that are age and culturally appropriate (e.g., social interactions,
play activities, leaming tasks, efc.).
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PARAMETER GRADE 1 GRADE 2 GRADE 3 GRADE 4
MILD MODERATE SEVERE VERY SEVERE
Proctitiz (funclional- Rectal discomfort Symptoms causing Symptoms causing Life-threatening
sy mpiomatic) AMD Mo intervention greater than minimal inability to perform usual | conseguences (e.0.,
Alzo soo indicated interferenica with wsual | social & functional perforation)

Mucositis/stomatitis
for clinical exam

social & functional
activities OR Medical
intervention indicatad

activities OR Operative
intervention indicated

YVaomiting Transiont or Frequent apisodas of | Paormsistont vomiting Life-thraataning
intermittent vomiting vomiting with no or resulting in orthostatic consequences (e.0.,
with no or minimal mild dehydration hypotenzion OR hypotensive shock)
interferanca with oral Aggressive rehydration
intake indicated {e.g.. IV fluids)

HNEUROLOGIC

Alteration in Altaration causing no | Alteration causing Alteration causing Behavior potentially

personality-behavior
orin mood (e.q.,
agitation, anxiaty,
deprassion, mania,
psychosis)

or minimal
interferanca with
usual social &
functicnal activities

greater than minimal
interferenca with usual
social & functional
activities

inability to perform usual
social & functional
activities

harmiul to self or others
{e.g., suicidal and
homicidal ideation or
attempt, acute
psycheosiz) OR Causing
inability to perform basic
self-care functions

Altared Mental Status

For Dementia, see
Cognitive and
behavioral/attenticnal
disturbance {including

Changes causing no
ar minimial
interferanca with
usual social &
functicnal activities

Mild lethargy or
somnolance causing
greater than minimal
interferenca with usual
social & functional

Confusion, memory
impairmant, lethangy, or
somnolence causing
inability to perform usual
social & functional

Deliriunn OR
obtundation, OR coma

dementia and activities activities

attention deficit

disorder)

Ataxia Asymptomatic ataxia Symptomatic ataxia Symptomatic ataxia Dizabling ataxia causing

detactable on exam
OR Minimal ataxia
causing no or minimal
interferanca with
usual social &
functicnal activities

causing greater than
minimal intarference
with usual social &
functional activities

causing inability to
perform usual social &
functional activities

inability to perform basic
self-care functions

Cognitive and
behavioral/attenticnal
disturbance {including
dementia and
attention deficit
disorder)

Disability causing no
or minimal
interferanca with
usual social &
functicnal activities
OR Specialzed
resourcas not
indicated

Disability causing
greater than minimal
interferenca with usual
social & functional
activities OR
Specializ ed resources
on part-tima basis
indicated

Disability causing
inability to perform usual
social & functional
activities OR
Specialized resources
on a full-fime basis
indicated

Dizability causing
inability to perform basic
self-care functions OR
Institutionalization
indicated

Basic Self-care Functlons — Aduli: Activities such as bathing, dressing, toileting, transfer/movement, continence, and feeding.

Basic Selfcare Functions = Young Childmen: Activities that are age and culturally appropriate (e.g., feeding self with culturally
appropriate eating implement).

Usuial Soclal & Functional Activitles — Adult: Adaptive taske and desirable activities, such as going to work, shopping, cooking,
us= of transporiation, pursuing & hobby, etc.

Usuial Soclal & Functional Activitles — Young Children: A«ctivities that are age and culburally appropriate (e.g., social interactions,
plary activities, leaming tasks, etc.).
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PARAMETER GRADE 1 GRADE 2 GRADE 3 GRADE 4
MILD MODERATE SEVERE VERY SEVERE
CNS ischemia A MA Trangient ischemic Carabral vascular
{acute) attack accident (CVA, stroka)
with neurological deficit
Developmental delay Mild developmeantal Moderate Severe devealopmental Developmental
— Pediatric< 16 delay, sither motor or | developmental delay, delay, either motor or regression, either motor
years cognitive, as gither modor or cognitive, as determined | or cognitive, as
determined by cognitive, as by comparison with a determined by
comparison with a determinad by developmental comparison with a
developmental comparision with a screening ool developmental
scraaning tool devealopmental appropriate for the scraaning tool
appropriate for the scraening tool setting appropriate for the
setting appropriate for the setting
saiting
Headache Symptoms causing no | Symploms causing Symptoms causing Symptoms causing
or minimal greater than minimal inability to perform uswal | inability to perform basic
intarferance with interference with usual | social & functicnal salf-care functions OR
usual social & social & functional activities Hospitalization indicated
functicnal activities activities {other than emeargency
room visit) OR
Headache with
significant impairment of
alertness or athar
neurologic function
Insomnia A Difficulty sleeping Difficulty sleeping Dizabling insomnia
causing greater than causing imability 1o causing inability to
minimal imtarference perform wsual social & perform basic self-care
with usual social & functional activities functions
functional activities
MNeuromuscular Asymptomatic with Muscle weaknass Muscle weakness Dizabling muscle
woakness decreasad strength causing greater than causing imability to weakness causing
{including myopathy & | on exam OR Minimal | minimal interference perform wsual social & inability to perform basic
neuropathy) muscle weaknass with usual social & functional activities self-care functions OR
causing mo or minimal | funclional activities Respiratory muscle
interferanca with weakness impairing
usual social & vantilation
functional activities
Meurosansory Asymptomatic with Sensory alteration or Sensory alteration or Dizabling sensory
alteration (incleding sensory alteration on | paresthesia causing paresthesia causing alteraticn or parasthesia
parasthasia and axam or minimal greater than minimal inability to perform usual | causing inability to
painful neuropathy) parasthesia causing interferenica with wsual | social & functional perform basic self-care
no ar minimal social & functional activities functions
intarferance with activities
usual social &
functional activities

Baslc Self-care Functlons — Aduli: Activities such as bathing, dressing, toileting, transfer/movement, continence, and feeding.

Baslc Self-care Functlens — Young Ghildren: Activities that are age and culturally appropriate (.., feeding self with culturally
appropriate eating implement).

Usual Soclal & Functional Activitles — Adult: Adaptive taske and desirable activities, such as going to work, shopping, cooking,
use of transportation, pursuing a hobby, etc.

Usual Soclal & Functional Activitles — Young Children: Activities that are age and culturally appropriate (e.g., social interactions,
play activities, leaming tasks, eic.).
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existing seizure
digorder)
= Adult = 18 years

For worsaning of
existing epilepsy the
grades should be
based on an increasa
from previous level of
confrol to any of thesa
levals.

pre-existing seizures
{non-rapeatitive) without
change in seizura
character OR
Infrequent braak-
through seizuras while
on stable medication
in a praviously
controlled saizura
disorder

character from baseline
gither in duration or
quality (a.g., soverity or
focality)

PARAMETER GRADE 1 GRADE 2 GRADE 3 GRADE 4
MILD MODERATE SEVERE VERY SEVERE
Sezure: (new onset) A 1 saizure 2 - 4 saizuras Seizuras of any kind
— Adult = 18 years which are prolonged,
Soo also Soizura: repatitive (e.0., status
{known pre-existing epilepticus), or difficult
seizure disorder) to control (a.g.,
refractory epilepsy)
Seizure: (known pre- A Increased frequency of | Change in seizure Seizuras of any kind

which are prolonged,
rapatitive (e.0., status
opilapticus), or difficult
to control (e.g..
refractory epilepsy)

Seizura Saizura, generalizad Seizura, generalized Seizura, generalized Seizura, genaralized

— Pediatric =18 onset with or without onsat with or without onzat with or without onsat with or without

years sacondary sacondary secondary secondary
generalization, lasting | generalization, lasting | generalization, lasting generalization, requiting
< 5 minutes with < 24 | 5 — 20 minutes with = 20 minutes intubation and sedation
hours post ictal state < 24 hours post ictal

state

Syncope (not MA Prasant MA A

associated with a

procedura)

Verligo Vartigo causing no or | Vertigo causing WVartigo causing inability | Disabling wertigo
minimal interfarence graater than minimal to perform usual social causing inability to
with usual social & intarfarence with usual | & functional activities perform basic self-care
functional activities social & functional functions

activities
RESPIRATORY

Bronchospasm (acuta)

FEV1 or peak flow
reduced to
70 - B0%:

FEWV1 or peak flow
50 -69%%

FEV1 or peak flow
25— 48%,

Cyancsis OR FEWV1 or
peak flow = 25% OR
Intubation

Dyspnea or respiratory distress

Adult = 14 years

Dyspnea on exartion
with no or minimal
intarferance with
usual social &
functional activities

Dyspnea on exartion
causing greatar than
minimal intarfarence
with usual social &
functional activities

Dyspnea at rest causing
inakbility to parform usual
social & functional
activities

Respiratory failure with
ventilatory support
indicated

Basic Self-care Functlons — Adult: Activities such as bathing, dressing, toileting, transfermovement, continence, and feeding.

Baslc Self-care Functlons — Young Childmren: Activities that are age and culturally appropriate (e.g.. feeding self with culturally
appropriate eating implement).

Usual Soclal & Functional Activitbes — Adult: Adaptive tasks and desirable activities, such as going to work, shopping, cooking,
usa of fransportation, pursuing a hobdby, etc.

Usual Soclal & Functional Activitles — Young Children: Activities that are age and culturally appropriate (e.g., social interactions,
play activities, leaming tasks, eic_).
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See also Arthritis

or minimal
interferanca with
usual social &
functicnal activities

greater than minimal
interference with usual
social & functional
activities

inability to perform usual
social & functional
activities

PARAMETER GRADE 1 GRADE 2 GRADE 3 GRADE 4
MILD MODERATE SEVERE VERY SEVERE
Pediatric < 14 Wheazing OR Masal flaring OR Dyspnea at rest causing | Respiratory failure with
years minimal increase in Intercostal retractions inability to perform usual | ventilatory support
respiratory rate for OR Pulse aximetry 90 | social & functional indicated
age — 85% activities OR Pulsa
oximetry = 90%
MUSCULOSKELETAL
Arthralgia Joint pain causing no | Joint pain causing Joint pain causing Dizabling joint pain

causing inability to
perform basic self-care
functions

Arthritis
See also Arthralgia

Stiffness or joint
swalling causing no or
minimal interfarance
with usual social &
functicnal activities

Stiffness or joint
swelling causing
greater than minimal
interference with usual
social & functional
activities

Stiffness or joint
swalling causing
inability to perform usual
social & functional
activities

Dizabling joint stiffness
or swealling causing
inability to perform basic
salf-care functions

Bone Mineral Loss

(non-injection sita)

no or minimal
interferanca with
usual social &
functicnal activities

greater than minimal
interference with usual
social & functional
activities

inability to perform usual
social & functional
activities

Adult = 21 years EMD t-score BMD t-score < -25 Pathological fracture Pathologic fracture
-2.51t0-1.0 (including loss of causing life-threatening
vertebral height) consequences
Pediatric = 21 BMD z-score BMD z-scora < -2.5 Pathological fracture Pathologic fracture
years -2.51t0-1.0 (including loss of causing life-threatening
vertebral height) consequences
Myalgia Muscle pain causing Muscle pain causing Muscle pain causing Dizabling muscle pain

causing inability to
perform basic self-care
functions

Ostoonacrosis

MNA

Aszymptomatic with
radiographic findings
AMD Mo operative
intervention indicated

Symptomatic bona pain
with radicgraphic
findings OR Operafive
intervention indicated

Dizabling bona pain with
radiographic findings
causing inability to
perform basic self-care
functions

Baslc Self-care Functlons — Aduli: Activities such as bathing, dressing, toileting, transfer/movement, continenca, and feeding.

Baslc Self-care Functlons — Young Children: Activities that are age and culturally appropriate (e.g., feeding self with culturally
appropriate eating implement).

Usual Soclal & Functlonal Activitles — Adult: Adaptive tasks and desirable activities, such as going to work, shopping, cooking,
use of transportation, pursuing a hobby, atc.

Usual Soclal & Functlonal Activitles — Young Childmen: Activities that are age and culturally appropriate (e.9., social interactions,
play activities, leaming tasks, etc.).
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(For use in studies
evaluating topical
study agents)

For othar carvicitiz see
Infaction: Infection
{any cther than HIV
infection)

interferamca with
usual social &
functicnal activities

interferemca with wsual
social & functional
activities

social & functional
activities

PARAMETER GRADE 1 GRADE 2 GRADE 3 GRADE 4
MILD MODERATE SEVERE VERY SEVERE
GENITOURINARY
Cearvicitis Symptoms causing no | Symploms causing Symptoms causing Symploms causing
(zymptoms) or minimal greater than minimal inability to perform uswal | inability to perform basic

self-care functions

Cearvicitis

(clinical exam)

(For use in studies
evaluating topical
study agents)

For othar carvicitiz see
Infection: Infaction
{any octher than HIV
infection)

Minimal cervical
abnormalities on
axamination
{erythama,
mucopurulent
discharge, or friability}
R Epithalial
disruption

= 25% of total surface

Moderate cervical
abnommalities on
examination
{erythema,
mcopunulant
dizcharge, or friability}
OR Epithalial
disruption of 25 — 49%
total surface

Severa canvical
abnormalities on
axamination (erythama,
mucopurulent
discharge, or friability)
OR Epithelial disruption
50 — 75% total surface

Epithelial disruption
= 75% total surface

Intar-menstrual

Spotting obsarved by

Inter-manstrual

Intar-mensirual bleeding

Hemaormrhage with life-

renal dys function

bleading (IMB} participant OR bleading not graater in | greater in duration or threatening hypotension
Minimal blood duration or amount amount than usual OR Operative
observed during than usual menstrual mensirual cycle intervemtion indicated
clinical or colposcopic | cycle
examination

Urinary tract A Signs or symptoms of | Signs or symptoms of Obstruction causing life-

obstruction (2.g.. urinary tract urinary tract cbstruction | threatening

stone) obstruction without with hydronephrosis or consequences

hydronaphrosis or renal dysfunction

Vulvovaginitis
{symptoms)

{Usa in studies
evaluating topical
study agents)

For other
vulvovaginitis see
Infection: Infection
{any cther than HIV
infection)

Symptoms causing no
or minimal
interferamca with
usual social &
functicnal activities

Symptomis causing
greater than minimal
interferemca with wsual
social & functional
activities

Symptoms causing
inability to perform usual
social & functional
activities

Symploms causing
inability to perform basic
salf-care functions

Baslc Self-care Functlons — Aduli: Activities such as bathing, dressing, toileting, transfer/movement, continence, and feeding.

Basic Salf-care Functlans — Young Chlldmn: Activibies that are age and culturally appropnate (e.g., feeding self wath culturalky
appropriate eating implement).

Uswal Soclal & Functional Activitles — Adult: Adaptive taske and desirable activities, such as going to work, shopping, cooking,
us of transportation, pursuing & hobby, etc.

Uswal Soclal & Functional Activitles — Young Children: Activities that are age and culturally appropriate (e.g., social interactions,
play activities, leaming tasks, efc.).
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(clinical exam

{Usa in studies
evaluating topical
study agents)

For ather
vulvovaginitis see
Infaction: Infacton
{any other than HIV
infection)

abnormalities on
axamination OR
Epithelial disruption

= 25% of total surface

abnomalities on
examination OR
Epithelial disruption of
25 - 49% total surface

abnormalities on
axamination OR
Epithelial disruption
50 - 75% total surface

PARAMETER GRADE 1 GRADE 2 GRADE 3 GRADE 4
MILD MODERATE SEVERE VERY SEVERE
Vulvovaginitis Minimal vaginal Modarate vaginal Severa vaginal Vaginal parforation OR

Epithalial disruption
= 75% total surface

OCULARVISUAL

Uwaitis

Asymptomatic but
detectable on exam

Symptomatic anterior
uveitis OR Meadical
intervention indicatad

Posterior or pan-uveitis
OR Cperative
interventicn indicated

Dizabling visual loss in
affected ayais)

Visual changes (from
basaling)

Visual changes
causing no or minimal
interferanca with
usual social &
functional activiies

Visual changes
causing greater than
minimal interference
with usual social &
functional activities

Visual changes causing
inability to perform usual
social & functional
activities

Disabling visual loss in
affected ayais)

ENDOCRINE'METABOLIC

Abnormal fat
accumulation
{2.9., back of neck,
breasts, abdomen)

Detectable by study
participant (or by
caregiver for young
children and dizabled
adults)

Datactable on physical
axam by health care
provider

Disfiguring OR Obvious
changes on casual
visual inspection

MA

Diabetes mellitus

MNA

Mew cnsat without
need to initiate

Mew onset with initiation
of medication indicated

Life-threatening
consequences (e.g.,

greater than minimal
intarfarence with wsual
social & functional
activities OR Thyroid
supprassion therapy
indicated

inability to perform usual
social & functional
activities OR
Uncontrolled despite
treatment modification

medication OR OR Diabetes ketoacidosis,
Meodification of current | uncontrolled despita hyperosmolar non-
medications to regain | treatment modification ketofic coma)
glucose control
Gynacomastia Detectable by study Detectable on physical | Disfiguring OR Obwvious | NA
participant or exam by health care on casual visual
caregiver (for young provider inspection
children and dizabled
adults)
Hyparthyroidism Aszymptomatic Sympiomatic causing Symptoms causing Life-thraatening

consequences (e.g.,
thyroid storm)

Basic Self-care Functlons — Adult: Activities such as bathing, dressing, toileting, transfer’movement, continence, and feeding.

Basic Self-care Functlons — Young Children: Activities that are age and culturally appropriate (2.g., feeding self with culturally
appropriate eating implement).

Usual Soclal & Functlional Activitles — Adult: Adaptive taske and desirable activities, such as going to work, shopping, cooking,
use of fransportation, pursuing a hobby, etc.

Usual Soclal & Functional Activitles — Young Chilldmen: Activities that are age and culturally appropriate (e.3., social interactions,
play activities, leaming tasks, eic_).
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PARAMETER GRADE 1 GRADE 2 GRADE 3 GRADE 4
MILD MODERATE SEVERE VERY SEVERE

Hypothyroidism Aszympitomatic Symptomatic causing | Symptoms causing Life-threatening
greater than minimal inability to perform usual | conseguences (e.g.,
interferenca with wsual | social & functional myxedema coma)
social & functional activities OR
activities OR Thyroid Uncontrolled despite
replacement tharapy treatment modification
indicated

Lipoatrophy Detectable by study Detectable on physical | Disfigurimg OR Cbvious | NA

{e.g., fat loss from the | participant {or by exam by health care on casual visual

faca, extromities, caragivar for young provider inspection

buttocks) children and disabled

adults)

Basic Self-care Functlons — Aduli: Activities such as bathing, dressing, toileting, transfer'movement, continence, and feeding.

Basic Self<care Functions = Young Childmen: Activities that are age and culturally appropriate (.., feeding self with culturally
appropriate eating implement).

Usual Soclal & Functional Activitles — Adult: Adaptive tasks and desirable activities, such as going to work, shopping, cooking,
us= of transporiation, pursuing a hobby, etc.

Usual Soclal & Functional Activities — Young Children: A ctivities that are age and culturally appropriate (e.g., social interactions,
plary activities, leaming tasks, etc.).
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LABORATORY
PARAMETER GRADE 1 GRADE 2 GRADE 3 GRADE 4
MILD MODERATE SEVERE VERY SEVERE
HEMATOLOGY Standard International Units are listed in italics
Absolute D4+ count 300 - 400/mm” 200 - 29%mm’ 100 = 19%mm’ < 100/mm’
— Adult and Pediatric 300 — 400/l 200 — 2090l 100 — 1994l < 1000QL
= 13 years
(HIV NEGATIVE OMLY)
Absolute lymphocyte 600 — B50/mm” 500 — 59%'mm” 350 — 499'mm”° < 350/mm°
count 0.600x 10" - 0.500 x 10° — 0.350 x 10° — < 0.350 x 10°L
— Adult and Pediatric 0.650 x 10°L 0.500 x 10°1 0.400 x 10°1

=13 years
(HIV NEGATIVE OMLY)

Comment: Values in children = 13 years are not given for the two parameters above because the absolute counts are variabla.

Abzoluta nautrophil cownt (ANC)

Adult and Pediatric, | 1,000 - 1,300/mm’ 750 — 99%mm’ 500 — 74%mm”’ < 500/mm”
= 7 days 1.000% 10°— 0750 x 10° - 0.500 x 10°— < 0.500 % 10°L
1.300x 10°L 0,899 x 10°L 0.749 x 10°1
Infant”’, 2 - < 7 days | 1,250 - 1.500/mm” 1,000 - 1,24%mm* 750 — 99%'mm® < T50/mm?®
1.250 x 10°- 1.000x 10° - 0.750 x 10° - <0750 x 10°L
1.500 % 1071 1.240 x 1071 0.000 x 10°L
Infant*’, <1 day 4,000 — 5.000/mm? 3,000 — 3,99%/mm? 1,500 — 2,99%/mm® = 1,500/mm®
4000x 10°P - 2000x 10° — 1.500 x 10° — < 1.500x 10°L
5.000x 10°1L 2000 x10°L 2000 x 10°/L
Comment: Parameter changed from “Infant, < 1 day” to “Infant, £1 day”
Fibrimogen, decreased 100 — 200 mg/dL 75— 59 mg/'dL 50 — 74 mg/dL = 50 mg/dL
1.00- 200 gl 075-089gLl 0.50- 074 gl < 0&80gl
OR OR OR OR
0.75-099 x LLN 0.50-0.74x LLN 0.25-0.49x LLN < 025 x LLN
OR
Associated with gross
bleading

*Values are for term infants. Preterm infants sho uld be assessed using local normal ranges.

tlza ape and sex appropriates values (2.9, bilinukin).
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LABORATORY
PARAMETER GRADE 1 GRADE 2 GRADE 3 GRADE 4
MILD MODERATE SEVERE POTENTIALLY

LIFE-THREATENING

Hemoglobin (Hgb)

Comment: The Hgb values in mmol'L have changed because the comvarsion factor used to convert g/dL to mmol'L has been
changed from 0.155 to 0.620€ (the most commonly used conversion factor). For grading Hgb resulis obtained by an analytic
method with a conversion factor other than 0.6206, the result must be converted to g/dL using the appropriate conversion factor

for that lab.
Adult and Pediatric 8.5-10.0 g/dL 7.5-B4gdL 6.50 - 7.4 g/dL < 6.5 gidL
> 57 days 5.24 — 623 mmoldL 4. 62-5 23 mmod'L 4 03— 61 mmolL < 4.03 mmol/L
{HIV POSITIVE OMLY)
Adult and Pediatric 10.0-10.9 g/dL 9.0-9.59gdL 7.0-89gdL = 7.0 g/dL
2 57 days 6.78—-B6.79 mmoldL 5.55- 617 mmol/L 4.34 - 554 mmolil < 4.34 mmol/L
(HIV NEGATIVE oR OR OR
ONLY) Any decrease Any docrease Any decrease
2.5- 3.4 gidL 35-44gdL = 4.5 gidl
1.58 - 213 mmold 214 - 278 mmaoll > 2 70 mmol/L
Comment: The decrease is a decreasa from baseline
Infant*’, 36 — 56 days | 8.5 9.4 g/dL 7.0- B.4gdl 6.0 — 6.9 g/dL < £.00 g/dlL
(HIV POSITIVE OR 5.2 — 586 mmolidL 4.37 - 5.23 mmolL 372430 mmolL < 372 mmol/L
MEGATIVE
Infant*, 22 - 35 days | 9.5 10.5 g/dL B80-94gdL 7.0-75g/dL < 7.00 g/dL
(HIV POSITIVE COR 5.87 - 6.54 mmolL 4.03 - 5.85 mmaolL 4.34 — 482 mmol'L < 4.34 mmol/L
NEGATIVE
Infant*, <2 days 12.0-13.0 gidL 10.0-11.9 g/dL 9.0-399g/dL < 9.0 gidL
(HIV POSITIVE OR 7.42— 8.00 mmoldL £.18 - 7.41 mmalL 5.50- 6.17 mmol/L < 5.59 mmol/L
NEGATIVE
Correction: Parameter changed from “Infant < 21 days” to “Infant = 21 days”
International Mormalized 1.1-15x ULN 1.6 -2.0x ULN 21 -30x ULN = 3.0 x ULN
Ratio of prothrombin tima
{INR)
Methemoglobin 5.0-10.0% 10.1 = 15.0% 15.1 - 20.0% > 20.0%
Prothrombin Time (PT) 1.1-1.25x ULN 1.26 - 1.50x ULN 1.51 —3.00x ULN = 3.00x ULN
Partial Thromboplastin 1.1- 166 x ULM 1.67 —233x ULN 2.34 -3.00x ULN = 3.00 x ULN
Time (PTT)
Platelets, decreased 100,000 — 50,000 - 25,000 — < 25,000/mm"
124,99%/mm” 92,99%/mm° 49,999/mm’ < 25.000 x 10°4
100.000 x 10° - 50,000 x 10°— 25.000% 10°—
124990 x 10°1L 99,000 x 10°4L 40.000x 10°L
WEC, decreased 2,000 - 2,500/mm’ 1,500 — 1,99%/mm” 1,000 - 1,49%mm’ < 1,000/mm"
2000x10°— 1.500x 10° — 1.000 x 10° - < 1.000x 10°L
2.500 x 10°L 1.999 x 10°L 1.499 x 10°1

"Values are for term infants. Preterm infants should be assessed using local normal ranges.

tUsa apge and sex appropriate values (e.g., bilinubin).
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LABORATORY
PARAMETER GRADE 1 GRADE 2 GRADE 3 GRADE 4
MILD MODERATE SEVERE VERY SEVERE
CHEMISTRIES Standard International Units are listed in italics
Acidosis A pH < normal, but = 7.3 | pH < 7.3 without life- pH = 7.3 with life-
thraatening thraatening
CONSaquUences CONSaquUences
Albumin, serum, low 3.0gdL — < LLN 20-29gdL < 2.0 g/dL MA
3091l -<LIN 20-29g8 <209l
Alkaline Phosphatasa 1.25 -2 5 x ULN' 2.6 - 5.0 x ULNT 5.1 — 10,0 x ULN' = 10.0 x ULN'
Alkalozis A, pH = nomal, but < 7.5 | pH = 7.5 without life- pH = 7.5 with life-
thraatening thraatening
CONSaquUences CONSaquUences
ALT (3GPT) 1.25-25x ULN 26-5.0x ULN 2.1 -10.0x ULN = 10.0x ULN
AST (SGOT) 1.25-25x ULN 26-5.0xULN 51 -100x ULN > 10.0 x ULN
Bicarbonate, serum, low 16.0 mEg/L — < LLN 11.0-159 mEg/L B.0—-10.9 mEg'L = 8.0 mEg/L
16.0 mmoll — < LLN 11.0-15.9 mmolL 20109 mmolL < 8.0 mmalL

Comment: Some laboratories will report this value as Bicarbonate (HZO3) and others as Total Caron Dicxide (COs). These
are the same tests; values should be graded according to the ranges for Bicarbonate as listed abova.

Bilirubin (Total)
Adult and Pediatric> | 1.1-1.5x ULN 1.6-25x ULN 26-50x ULN > 5.0x ULN
14 days
Infant*’, <14 days MA 20.0 — 25.0 mg/dL 25.1 — 30.0 mg/dL > 30.0 mg'dL
{non-hamalytic) 342 - 428 umalL 420 — 513 ymal’L = 513.0 umol/L
Infant*’, < 14 days A MA 20.0=25.0 mg/dL » 25.0 mg/dL
{hamolytic) 342 — 428 ymalL = 428 pmol/L
Calcium, serum, high
Adult and Pediatric 10.6 - 11.5 mg/dL 11.6 — 12.5 mg/dL 12,6 —13.5 mg/dL = 13.5 mg/dL
27T days 2.65-2.88 mmold 2803132 mmolL 374 - 332 mmolL = 338 mmol/L
Infant*’, = 7 days 11.5-12.4 mg/dL 12.5 - 129 mg/dL 13.0 - 13.5 mg/dL > 13.5 mg/'dL
2828310 mmolL 2717 - 3.23 mmolL 3245 _ 2.28 mmal L = 3.38 mmol/L
Calcium, serum, low
Adult and Pediatric 7.8 — 2.4 mg/dL 7.0 — 7.7 mg/dL 6.1 — 6.9 mg/dL = 6.1 mg/dL
27T days 1.85- 210 mmold 1.75— 1.4 mmolL 1.53 - 1.74 mmolL < 1.53 mmol/L
Infant*’, = 7 days 6.5— 7.5 mg/dL 6.0 — 6.4 mg/dL 5.50 — 5.90 mg/dL = 5.50 mg/'dL
1.62 - 1.88 mmald 1.50 - 1.62 mmolL 1.38— 1.51 mmalL < 1.38 mmol/L

Comment: Do not adjust Calcium, serum, low or Calciem, serum, high for albumin

"Values are for term infants. Precerm infants should be assessed using local normal ranges.

Pl age and sex appropriate values (e.g., bilirubin).
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LABORATORY
PARAMETER GRADE 1 GRADE 2 GRADE 3 GRADE 4
MILD MODERATE SEVERE VERY SEVERE
Cardiac troponin | {cTnl) A MA MA Levels consistent with
myocardial infarction
or unstable angina as
defined by the
manufacturar
Cardiac troponin T {cTnT) | NA MA MA = 0.20 ng/mL
R
Levels consistent with
myocardial infarction
or unstable angina as
defined by the
manufacturar
Chaolesteral (fasting)
Adult = 18 years 200 - 239 mg/dL 240 - 300 mg/dL > 300 mgddL MA
5.18—6.19 mmolL 6.20 — 7.77 mmolL > 7.77 mmol/L
Pediatric < 18 years 170 — 198 mg/dL 200 — 300 mg/dL > 300 mgddL MA
4.40 — 5.15 mmolL 516 - 7.7 mmolL = £.77 mmol/L
Croating Kinase O-59x ULN' 6.0 -9.9x ULN' 10.0 — 19.9 x ULN' = 20.0 x ULN'
Craatinine 1.1- 1.3 x ULN' 1.4 -1.8x ULN' 1.9 - 34 x ULN' = 3.5 x ULN'
Glucose, sarum, high
Monfasting 116 — 160 mg/dL 161 — 250 mg/dL 251 — 500 mg/dL = 500 mgsdL
6.44 — 8.88 mmolL £.80 — 13.88 mmolL 13.80 - 27. 75 mmol/'L | = 27.75 mmol/L
Fasting 110 - 125 mg/dL 126 — 250 mg/dL 251 — 500 mg/dL > 500 mgddL
6.11 — 6.94 mmaolL 6.95— 13.88 mmoll 13.88 - 27. 75 mmol'L | = 27.75 mmol/L
Glucossa, samum, low
Adult and Pediatric 55 — 64 mg/dL 40 — 54 mg'dL 30 — 39 mg/dL < 30 mg/dL
=1 month 3.05 — 3.55 mmolL 222 3.06 mmolL 1.67 — 222 mmol'L < 1.67 mmol/L
Infant*’, < 1 menth 50 — 54 mg/dL 40 — 45 mg/dL 30 - 39 mg/dL < 30 megidL
2.78 - 3.00 mmolL 222277 mmolL 1.67 — 221 mmol'L < 1.67 mmol/L
Lactata ULM - = 2.0x ULN = 2.0 x ULN without ncreased lactate with ncreased lactate with
without acidosis acidosis pH = 7.3 without lifa- pH = 7.3 with life-
thraataning thraataning
COnsequences COnsaquences

Comment: Added ULN to Grade 1 paramatar

*Values are for term infants. Preterm infants should be assessed using local normal ranges.

tUse age and sex sppropriate values (e.g., bilinubin).
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LABORATORY
PARAMETER GRADE 1 GRADE 2 GRADE 3 GRADE 4
MILD MODERATE SEVERE VERY SEVERE
LDL cholestarol (fasting)
Adult =18 years 130 — 159 mg/dL 160 — 190 mg/dL = 190 mg/dL MA
3.37 - 4.12 mmoid 4.13- 4.80 mmolL >4.91 mmaL
Pediatric > 2 - = 18 110 — 129 mg/dL 130 — 189 mg/dL 2 190 mg/dL MA
years 2.85-3.34 mmold 3.35 — 4.90 mmolL 2497 mmalL
Lipaza 1.1-15%xULN 1.6-3.0x ULN 31 -50x% ULM = 5.0% ULN
Magnesium, serum, low 1.2 —1.4mEglL 0.9-1.1mEgL 0.6 - 0.8 mEgL = 0.60 mEg/L
0.60 - 0.70 mmald 0.45— 0.59 mmalL 0.30 - 044 mmolL < 0.30 mmol/L
Pancreatic amylase 11-15xULN 1.6-20xULN 21-50x ULN = 5.0x ULW
Phosphate, serum, low
Adult and Pediatric 2.5 mg'dl — < LLN 2.0- 2.4 mg'dL 1.0- 1.9 mg/dL < 1.00 mg/'dL
= 14 years 0.87 mmotl — < LLN 0.65— 0.80 mmolL 0.32 - 084 mmolL < (.32 mmol/L
Pediatric 1 year—14 | 3.0- 3.5 mg/dL 2.5 -2.9 mg/dL 1.5 - 2.4 mg/dL = 1.50 mg/dL
years 0.97 —1.13 mmolL 0.87 — 0.96 mmolL 0.48 - 0.80 mmolL < .48 mmol/L
Pediatric < 1 year 3.5-£5mg/dL 2.5 - 3.4 mg/dL 1.5 - 2.4 mg/dL = 1.50 mg/dL
1.12—1.45 mmald 0.81 — 1.12 mmolL 0.48 — 080 mmolL < 0.48 mmol/L
Potassium, serum, high 5.6 - 6.0 mEg/L 6.1 - 6.5 mEg/L .6 — 7.0 mEg/L = 1.0 mEg/L
5.6— 6.0 mmol/L 6.1 — 6.5 mmadL 6.6 — 7.0 mmaL > 7.0 mmol/L
Potassium, serum, low 3.0-34 mEg/L 2.5 -29mEgL 2.0-24 mEgL = 2.0 mEg/L
3.0- 3.4 mmol/L 25— 2.9 mmalL 20— 24 mmalL < 20 mmol/L
Sodium, serum, high 146 — 150 mEg/L 151 — 154 mEg'L 155 — 159 mEg'L = 160 mEg/L
146 — 150 mmol/L 151 — 154 mmal'L 155 — 159 mmolL > 160 mmot’L
Sadium, sarum, low 130 - 135 mEq/L 125 - 128 mEg/L 121 - 124 mEg/L < 120 mEg/L
130 — 135 mmol/L 125 129 mmal'L 121 — 124 mmolL < 120 mmot’L
Triglycerides (fasting) MNA 500 — 750 mg/dL 751 — 1,200 mgsdL = 1,200 mg'dL
5.65— 8.42 mmolL B.40— 12 56 mmalL = 13.56 mmaol/L

*Values are for term infants. Prekerm infants should be assessed using local normal ranges.

tlza ape and sex appropriats values (8.9, bilirubin).
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LABORATORY
PARAMETER GRADE 1 GRADE 2 GRADE 3 GRADE 4
MILD MODERATE SEVERE VERY SEVERE
Uric acid 7.5 10.0 mg/dL 10.1 — 12.0 mg/dL 12.1 — 15.0 mg/dL = 15.0 mg'dL
0.45- 0.58 mmold 0.60 - 0.71 mmoalL 0.72 - 0.89 mmolL > 0.80 mmol/L
URINALYSIS Standard International Units are listed in italics
Hematuria {microscopic) 6— 10 HBCG/HPF = 10 RBEG/HPF Gross, with orwithout | Transfusion indicated
clots OR with RBC
casts
Proteinuria, random 1+ 2-3+ 4 4 HA
collaction
Proteinuria, 24 hour collection
Adult and Pediatric 200 — 999 mg/24 h 1,000 - 1,999 mg/24 h | 2,000 — 3,500 mgi24 h | = 3,500 mg/24 h
=10 years 0.200 - 0.993 g'd 1.000 - 1.999 g'd 2000 - 3.500 g'd > 3.500 gd
Pediatric = 3 mo - 201 — 499 mg.-'"ns.-'24 h | 500 - 799 "ng-'rr':.-'Ea‘- h | B00— 1,000 = 1,000 mg/ m/24 b
< 10 years 0.201 - 0.498 g'd 0.500 - 0.799 g'd mg'm=/24 h > 1.000 gid
0.800 — 1.000 g'd

*Values are for term infants. Pretemm infants should be assessed using local normal ranges.

tUse age and sex approgriate vaues (e.g., bilinubin).
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